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f-;i/#;w^.f , Ci_ 6 7W (C 1 _ g r;V3^y) -#;w^^f 

KMUJiC^s «lt^&t>mStM^^Mfm& l Zi± 2 @, 1 1 4 i®<^ 
y;i/*;w^^;K 3 - fcf V ^^*;w^^ ;k 4 - fcf »; ;w*^e>f ;k 2 
ij ;w^e>f )V (flu 1 - n° n 1; ;k 1 - tf-^ V ;v>K— ;v 

V>T^ iwjg^T^^K JifELfcSglStLT^-Ck J: wg^T^-JK -LIE 
-gy^nrm _LfBt/cSm^^tTV^-c^ £v*C 6- 1 -LIB 

[0 0 2 2] 

tl&o 



ffifflE# 2003-3102487 



#M 2002-322534 



^-v 5 : 19/ 



nyntr;K v^n^;K ->^n^Vf-;K *s9u^z,ji/) t'tfm^bti 

^t^;k 2-^-t^;u, 2-eyji-V;i/ % 3-k*7x-'j;K 4-tT"7i- 
v;k 2-T>*y;v) &£*;rav>£>*L& 0 

7x^, v?7x-Wf;K 1 -^t^;i^^;K 2 2 
, 2-^7x-^if;K 3 — ^/•/n e;K 4-7x-;V7*f;K 5-7 

[0 0 2 3] 

mw^Tumtt'&tr 5£v>L 1 4j| (J*SIU 2^Xf±3^) ttXSRUk if* 
b<i± (i) 5^v^L141 (JfiL<tt5^L10l) fflttSS, (i 
i) 5^v>Ll0l^fMtfHX«i (iii) 7^tl0ltfi»f, 

(^ij, 2-^-;k 3 N 7'J;i' (M> 2-7V;K 
3 - T V )V) s e y v;v (0j„ 2 - e y v;k 3 - e y v;k 4 - e y % 
fTV'J^ (flU 2-f7V*'J;K 4-f7V*'J;K 5-^tv*v;v) , 

v*y;v (m, 2 - twj^, 4-Jt-^vy;K 5 -^-^-y-V 1 ;^) „ 1, 
2, 4-h;tv* i ;;k 1, 2, 3-f;r/v^ i, 3, 
y/K 1, 3, 4-f7y'7!/'j;K ^r/'j^ (#l> 2-*yy;K 3-*/y 
;k 4-*yy;K 5-^v;k 8 > >fy*yy/u i--f 
v*yy/K 3-^v^;v;k 4-^y*yy/K 5— ry*yy>i>) , tf7 
v>*-;K e y ^ >?-;i/ (m, 2-k°'J5 $>-/K 4 - e y ^ , en y ;v 

(flU 1 - en y ;k 2 - e n y ;k 3 - en y ;v) „ ^ = $ryy ;v l - 

miE# 2003-3102487 



#M 2002-322534 



^-y. 20/ 



-i s^yy/K 2-^r^^v i ;;v, 4--r ^ ^yy/w „ ^/ua- oru i - 

lf?yy/K 3-kf9 % /'J^ 4-tTvV , ;;V') , kf'jr>-;l/ (M> 3-t?y 
^v~;K 4-e'j^v-;^) „ 'fVfTV'J^ 3--fVf77'J;i/) > 

>f y tf-^-9-y y ^ (®k ^tvj ;v) „ > K y ;v ($k l — r > K 

y/K 2-^f>'KV;K ^ 2-^ s /Vf7V , JJK "*>y [b 

1 (#!k [b] ^-^-;K 3 [b] ?-.x— ;v) „ 

^y [b] 7 (#k , 2-^yy [b] 7 5-;w 3-w [b] y 
^ ~ ^) & ¥<D%wmmm&, m z. e n y -y- ;v ($k l - e n y ;k 

2 -en y -y-;K 3 - fc?n y -y^;v) „ *WJ (1^ 2 -**1?-y 

i;«y-;v) „ .f^^yy-^ (M> i->f s^yy-zK 2--r<yyy-;K 
4 — f < ^yy % tf^y -y-;v ($u i - tf^y ~y~;i/ x 2 - tf^y -y- 
;k 3-tf^y-y-zK 4-e^y-y-;i/) N e^-y~;i/ (m, l-tf^-y 

[0 0 2 4] 

&JU*mk)k4bfcm& (W, T)V*)V^ Tfr>r=.)V^ t;v*-;k ->*nr>Mr 

tuii, MxJfC 1 _ 6 Tfr^nsm (mil*. 
„ ynfc: 0 ;^ -fV7°ne;K y^;K >fV7*f;K sec-y^;v, tert-y?-;K 

rr;v^-;vj tLxtt, mmc 2 - 6 r^-^* ($lx.tf> tf~;K r 
y/K ^ V7°o^^ i-y*y-~/K 2 -y-r-/K 3-7*f-;v, 2->*- 



ffiSE# 2003-3102487 



#M 2002-322534 



s<-*J : 21/ 



n/^i/'^K 2-7?-~;k 3-7**-— /K 1 -^v—^) & 

ot'o^K y^n^fjK v^n^>^;K v^n^v;v) ^^fflv^tt 

o 

■7-7?- ;K 2-^7f-;K 2-k*7i^ 1 J;K 3 -fcf7oL~ij ;k 4 -tf7^- 

rT^;i/*;«J iLtii, ^Jx-ifC 7- 1 6T7;^;H (ffik ^>v;k 
7x^.f;K '77x-jMf;K 1 -^7^;v^ 2-t7f;v^f;v, 2 
, 2-y7x^l/xf;K 3-7x^nt°;K 4-7x-;v?*f;K 5-7 
2-lf7xCj^^f;V, 3 - If 7 V ^ 4-tf7 

o 

[0 0 2 5] 

Q2-e^$tt^T->;vSi:LT{±, #8x.t^ 5£ : -(C = 0)-R 3, -(C = 
0)-OR3 N -(C = 0)-NR3r4 > -(C = S)-NHR3 , -(C = 0)- 
N (OR 3 ) R 4 ^ -(C = S)-NHOR3 XI* -S0 2 -R 5 R 3 

i±7kmm^ £ fix ^ x % a ^m\^mm z tz i±c% £ *lt v> x & a ^mm 
at& r 4 itymw^ximm (ci_ 6 ) r;v^;«> r 5(±s^$tLTv^-c 

R3^«ttFR5-e^$tL<5, rsm^tLTV^T^iv^^^J t LTJi. Ql 



ffifEijf 2003-3102487 
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I 22/ 



R4-t?^$tt^> r©,m (Ci_ 6 ) rn^/HfeJ t lt(i, $Ix.(£^;k * 
DD^f^K /otX -f y/nt?;^ -fy7f;K sec-^ 

;K tert-^;K -^>^-;K ^M>fiK ^^y^;K ^^y;v^M 

[0 0 2 6] 

5^^1141 (Igjjt 2 it3U± 3 Sft5*;) ^#JM£3*3ft3k $f^b<(i (i) 5 
&v>L14Jt (0fL<li5^v^lOl) 3Ui (ii) 7&v> 

l i o m^mmmmmmmfrh&Mv) i ^^k^t^i^t-? ^ & i mvmm 

)v) „ vfvv;v 2-tfy^;K 3-t?y^;K 4-tfyv^v) , frv^j 
;v (®k 2-fr/'j;K 4-^ryy;K 5-f77'j;v) , ( 
flk 2-**-9-yy;K )K 5 - V fr) , 1, 2, 4- 

h'JT'/'J^ 1, 2, 3 - h TW)K 1, 3, 4-t*tWJ^ 1 

, 3, ^y;^ 2-*yy;K 3-*/y^ 4- 

ey^y-ZP (flU 2-ey3 5>-/K 4-ey^i^;v) % e°n'j;v (flu 1 
- e n y ;k 2 - en 1; ;k 3 - fcf n y ;v) „ -f 5 *vy ;v (flU 1-^5 ^ V 

y;K 2--r^^vy;K s^vy/u) . fcf?yy;v l-tfyyy 
;K 3 - t'7VJ ;w 4 - fcfy v*y ;v) „ t?y y*J—fr (flu 3 - tf y m—As 
, % >fv*-rvy/u (M> 3 — fyfTVjjv) . -I'y** 

•9-yy;v (#k 3— fvt^rfy*';;v) . >f>Ky^ (w, i->f>Ky/K 2 
-W^Ky;K 3-^>Ky;v) , 2-^yy , f7yj;K ^yy [b] 
;k (#k 2-^yy [b] 3-^yy* [b] > ^/y [ 

b] 77^ (®k 2-^yy [b] yy~;K 3-W [b] y:?~;v) * 



ffiliE#2 003-3102487 



#H 2002-322534 



<**-*J : 23/ 



A£LTJ^ 2 -^-J^~)U^ 3 -^x~;l/) , 

[0 0 2 7] 

B Xtf £ 7 x. - ^SOfM tLtli, buI2 L tfrg&il Af£ri> ?> «»f tt4 

^) „ Ci_ 6 m;v (flu x?-;K 7n^;v) WL<> #&c-7 

^> W|tKgt?*^o lt(*> 

[0 0 2 8] 

tLXlts Mx.lf> > h*v, if^y, 7n^-A ^fy7n», 

^77b*A sec-^h^v^ 'O^/l/**^ A^y^t^ry^^fi 

S*ltv>t& £v>c i _ 6 r;v^;v* -x^/k "7°nif;v, 

y^nfjK -fv7f^K sec-:/^;K tert-^;!/, u^/K 

R 1 ^?^ riHft$*LTV»T*J:v>5j|©^*»ia5!f5IHIfJ tLXit, g 



ffilE# 2003-3102487 



&m 2002-322534 



24/ 



W;v (flu 2-f7/'j;v) , (m, 2-t^t7';;v) > 1, 

2, 4- > i ;tv >, ;;v> i, 2, 3-m;tv;;k 1, 3, 

y;v (flu 1, 3, 4-t^rt^7y-^-2-^;v) .1,3, 4-f7v7 
VV;V (flk 1, 3, 4-f7v7/-;v-2 — uv) , fn'j;v (flu 3-e 
n u >v) „ kf7^/'J ;v (®k 1 - tf 9 ;v) . >f ^ **vv ;v (flk 2 — f ^ 
w^) , ^vf-7yj^ ($k 3-'fvf7v* , j;i') . ^fyt^yj^ 

„ 3--f V***)-V*Vfr) ttttfm^bti&o W.W:&tLXl±, Ci- 6 7;^ 
tLT{i> Ci_ 6 7W (#!k :/ne;v) &fefi#l£*L 

2 -J $ jv) am* t < . %fr-ci> c 1 _ 6 r;i/^r;v (#k ^ ■^■f- 

#;£L<> !|i:4 - ^ f ^- 2 - f-7 VV Ji'iWlT^^o 

r 1 ~ctf£ *l& e 1; tui^ 2 - e 1; v 3 - tf 1 ; v /nt, 4 - 

% C 7 _ 1 6 T7MW^^-*W-JH (0!U ^Vv^V* 

k^w?^^ ;k - c 1 - 6 7M;v-*;wf*/f ;v (^J, p?^-;v^;w^ 
ai^;i/^;w?^e^;i/) N Ci-67W (Ci-gT^n+v) 



mSE# 2003-3102487 



#JM 2002-322534 



s<-z? I 25/ 



[0 0 2 91 

JUfcWfctt^ R 1 i: LT{±> tM^Tn y7/i, C i - 6 T^^^Hk 7^ 

Uv>f77 y ;H6 (0k 2 - ^ r yy ;v) £ 5± << § r v* y (0!k 2 - «f 
S^vy*) . (0k 2-e'jy» . Ci-eT 

fru*is-%fl'7$-A'm (0k * h^r'>*;l/^-;K :x.l»*^j&/Mf,=.)K 7"n 
#3f~>#;v**— ;v> tert-y h^fc/M*— ;w) . C7-i6 75^W^> 

) , ^;w^-f;i/^ ^;-Ci-6 7;^;v-*;w^;vi (0k *?-)Vjj 
/wt*>f/K ^^;v^;w^^e^r;v) „ Ci-67^;v (C i _ e T;vn3r v) 
-#;w^e^;H£ (0k h^v) #/w*t>f/K h^rv) 

#/wt*>f;i0 , 5^v»l7M^*;w^/f;vi (0k l-t'n'jy-;^ 
;V^;V > 1 -kf^y v^;V#;Wi^;K ^3r-»M^ < J %)Vtf—JU) ft 

RlfcLTWU W&-£tiX^Ti> ±^7x-;H, mfe$*LTv>-cfc iv^5M 
^fc&KWk 7x-;H, Ci-67W (0k *^/K xf;K -/n fcf;v) 

-ee#i$*L-cv*-c& iv^fT^/'j^i (0k 2-f7Vj;i/) $fci±>r5*vy 
/Hfe (0k 2-^r/'J^) > tfyv^m (flk . #>M?**> 

Ci-67;vn^y-*;v»i (0k ^h^-v*;v^;K 

^n;Js^y^;v^;K tert-^ h^y*;V*-^) ^ C7-1 6 

t^y*;v )v) ft if ^ t l^o 

-fV^nifK "/f-JK V7*f;K s e c-7*^;K t e r t -y^K ^> 

^v;vft£foc 1 _ e TJV^;v^ ? fflv^tt^ ft/^-e&^;K -x?-/t/ 

tBHE^F 2003-3102487 



#M 2002-322534 



^-v : 26/ 



[0 0 3 0] 

(1) A^g^^tLT^T^ ji^-^-e^ R l^fi&StL-Cl^Tfc £v>5 

(2) A* ? ®^$tLTV^-C^ J:v»7x^;Vit% R l^eife^tLT^rt J:v>5 

(3) A^gm^tLTV^Tfe iv»7xi^-C, Ri«r;^^Stt]|$ 

(4) Atf*«ftSftTV>T& Jv^i-^afeTN R !^4-^f JV-2-f 77 

[0 0 3 1] 

'fc%kWi < OVC&fy}<0%Lb L"C(£> iil^IS^ TV^-^A^ 3r«Sft3£fc4> 

a, ttts^jt, w^mtcom. m-m^xim^r < ;nt<Dm.mmfbti 

x^7-;V7 5>, yx^y-;v7rA h V x.9 J -)VT ^ v^n^v 

Wz-&*m, mk, fV7;^nM> -7^;^ 77^, M 
St, vv^^E ^^UL ^r/^W>^ ^v-tf 



miiE# 2003-3102487 
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: 27/ 



';±s&jwe (flu *;v->^a^ v^yns, /fy*A*M0 foiit 

„ 77^, i/^^gu S^gU "^W>^> *.x.v|& n/^^, 
[0 0 3 2] 

*&m<oib&m (i) , (id (mr> ^f&wofb-a^ ( 

I ) t B&SB1- * * ) 07 , oK5^li, &#F*3 K&tfZ, 4IMTtf 
**WW*fcJ:&^fcJ:0#»EOft#» (I) Kggm-fMb^tk ir^t>% 

PfK^twiO^TK^^SrfeiLT^f&W^fc^ (I) i-mt-rz^yvz^ 

V 

7o 

*§&m<Dik&® (I) «7nK7^atli, (I) <7)T^ 

/i^Tv^l r;v*;Wb> v ^m*b$*Lfc>fb<^ Wi^ 

(I) 07 5;S^x^nf/^;HL 77-Mb> * J 

it, (5 2 -t*V- 1 , 3-^^71/^-4 — r^^h^rv* 
- ;Hb, f >5tKn79- ;Wb> vf n y -Jju * f•;Hb^ fc^n ^ * -> 
>fMb, tert-^MbSftTHb-^W) ; ^S&EotogHf (I) otKU^** 

(I) o*gyfe*»T-fe^-Mb> WMb* rn/V'fMk, fcf^n^f 

Mb* x^>~Mb> 7 9-Mk *-/ur 5 y 

MkZtitzfc&m^) \-*9m<oiY&m (I) ©*;v^yi^f;Hb> r 
* Mb^tL/z^tf Mx.lf, (I) <Dij frtf**s&ifix.?-JUx. 

^fML 7x-;i/x^fML ^w^v^^v^^xMb* v^^VT^y 

dpvxf^i^fML 7^ i ;^^x^fMEx .(5-^^;v- 2 -t*7- l 
, 3 - ^+vi/> - 4 — fM ^^;vji^t-M^ n^^i/^^-^v*^ 



WIE^ 2 003-3102487 



#M2 002-322534 



s*-z?: 28/ 



sfc. -^mn<Dit^m (d co-zn K?^it, isjiitjgi 9 9 o^tu nsn 

[0 0 3 3] 

Willi] 

oU -(Dv* 



*S&9Hb£-1& (I) tiTIBOBEftie^v K>m (II) £#<2r*n<Z>&J& ( 

0Jx.Hr. MtZMT $ S 1kEU&^ AYUy*- (Strecker) KJfo, 4 $ > 

<nTfr*Mkm&m *$&xsc». (mm, 1 9 8 ^^-miv^-^^T^T 

4 J* (J. Med. Chem. ) , 32f, 2534-254 

2 JC. 1 9 9 9^Hffy>V7 h (Synlett). 1923-192 41, 
*IH#^4, 7 9 1,1 2 0**v>tt#g«F#4, 8 0 1, 6 1 5&£0 SBIRO^ 

v>a i t k j: o £ ^-e § & o 

[0 0 3 4] 



^W>4fi#iffiftoM (la) (±, BEfctr^V K>S( (II 

I) *m£T$>bKBmt, nbti2>zsy7M.m (III) fcfll&tfMx&l Mi 




Hbi 2] 



(II) 
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^-v: 29/ 



2>Z£lZ£lQ 4-7^t^^y>i (IVa) ^® (IVa) £ig^&m 

[0 0 3 5] 

(i b) a, an) Kmotftim (m*. 

% ^^V^A, ^StV^A^) „ (RlMgBri 
feliRlMgCl^^) 30 &&j£$-£T4-7^y , e^'j (IVb) 
, ooVtTyMkf^itCJ: «Mb-£-$l (lb) £ <h^-eg & 0 4 

-T^/nVV^Vi (IVb) Ji. If^V K>« (II) «7r/ty7yjt 
#J (^!l£}f, y7>ft7;i'*'JiI (iilf, vT Wb^ M; ? A, i/TWb* 

ttU fc.tL^4-y7y-4-75y^'Jy>I (V) £ _tfB£ IW^O^ 
^^J^2^»SJS^-*^ihtc«to-r^m3ti-^^i:^#^o £<7)*lr£\ 4 
-y7/-4-7^^'Jy>i (V) i: 1 ii<0f St^Jt^EJSt^K 
fi:lty7 7ti (III) /6^^;tTV^ 0 
[0 0 3 6] 



t tz, tr ^ V >- 4 £ « 7- Mb $ fix X i> X v» * ;v *J?3=- v (i* 
&$^TV>T& £v>#;w^^;V*£;t^;Mb^ (Ic-e) fi> 4-->Ty 

-4-r^y tf^v s»sn (v) z^m^mm* £<Dm*m\<*xm7k'frffiu # 

^ttTt^^^^m (VI) ^i#:<2r^IO^HJ: ^)x7fMt (#Jx-f£, 7^3- 



Kb 1 3 ] 




tblE# 2003-3102487 
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^—>* : 30/ 



Xtt&m (IV c) o^T7">Mfct4i 1 1:± (Ic) «r*bt 

t^ii:^^o ab&v^ia/M^gfe (VI) fr»^9>f KifcfctflWIfcMfefcK 
&%-£2>Ztiz£ «9 ipmfl: (VII) oo\>Tl|:5:T;^-;^ffl 

K»I^f?«:b:J:H^li (Id) ^Mt^ih^ti^o 
[0 0 3 7] 

) t±. (vii) SriraTK^ppLT*;!/^?^ (vm) t^or^ 

>tS^075 Kifr^JfefrB; (Milf, jffi-^jW (^Jx.l£> DCC, WSC 
VgRTv^K (DP PA) f<7)'J>i^l) *fflv»*^fife, *^#>Bfc*SJe?tt 



[0 0 3 8] 

^ Q 1 ^>y;Vit*l> 1 4 - K> (II a) iM^XM^L 

K1t&%J (I f ) ^ > &fc£;%a<D®L^ > v^WW^ (^ 

^yjv'Xt^ftf) «rMv*TKt*U WbtiMk&yu (IX) fcafcteft^ 

»q u l (l»kik« mx.it, m.m, jix. 3*mm<o»ur>m*, os 

02R L I (R L fi^tt^>lt$ti-CV>T& *v»7;l'*/l'*£;fc*i«&$*LTV> 



Mti 4] 
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^-v 5 I 31/ 



[0 0 3 9] 

^nwo^^tiRiffcTc* (m> 3 h, i4c, 3 5 s) mxmmzthx^x 

UK 

*»WOft^O-a-n^y^U$»fWI61ll»f^fl|tt. WO 0 0/0 2 9 
1 WOO 1/4 0 7 9 7^teffi*W>-A-n* S>>U FM3 

fe^tt*3E'fb$-fr*<k'fri|fe0^^i;-->^ft, WO 01/5752 4<2r$GUc 
ISIlO-a-n^yvutTGR 1 t'Dffi&nZmtZ^&lt^^X?!) 



mi 5] 
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[0 0 4 0] 

tt„ ^-n>i;>UJ:-a-n>i;>U» (MilfFM3, T 
GR-1, #£FM-3) #^^oL-n^v>u 

*^0>ffc^*^LT^^|S^«^^> HS?L1*^ ^ 
'^K ^A^^-, ^3, -f^, «^>, tyy, khf) K*tL 

*j>u tfm-^-r z> &mw&<oMim * tz *i - a. - n * ^ > u & «gt * fc 
x%&fgmmms\*> i^M&m, bi&mm, mmt-^, xYisx&mm wz. 

afctrt&T**) ) . mmmrn* cum. t*m&*m&*z) 4^.^ • 

flfUfc^fc Ufflv^c t^tr^&o 
[0 0 4 1] 

) , mu &mk mtk mm^mmsmtLx, mamxmmnm m 

ffiiE# 2003-3102487 



#K 2002-322534 : 33/ 

0 o ss4in> s#>u- k mm, gt^a^ 

Mx.{^JflLjE^m^- (#:m&6 0 kg) fcfcfrU 1 HSfclK 
C*f&W^fb-&*] £ bT$j 0 . 0 1 £v> Lm 3 0mg/kg#fi. 0 f L < lift 0 
. 1 Lft 2 Omg/kg^m*. H&~£f £ t < »±ft 1 U$ 2 Omg/kg#fi£ 

1 B 1 ^v^tmiH^^tTMPiS:^i-tL{fJ:^ 0 

[0 0 4 2] 

o Hn^Rtcjec, *»<&i»jKau t»tm^j> -traak ^*#j> 

, *;i/y% XTijYi/VU^tfmfbti&o 
n * -> :/ n e ;Hr ;v n - * h tik 0 
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^-v: 34/ 



^Sft^Jt LTfi, ^IxJ^F^It, D-v;nfh-;K i^b^MJ^A, 

^»jhLT{i, fli&tfi; >mm> ^mm, #tm^ ^>iii^ini 

Iffij-iS'fi^J t l T ^ flit ^ ^ r ;v n - ;i/^#^f tt & 0 
[0 0 4 3] 

mmm, %m&m, wm-=£tzA,m. mmm, mmm, t%mmm, 

yfi&mtemm, WKmmm, m.mssa.m, mw&zm, tfumnmm, mmmm, m 

mmmm, ift?s, ^toui, mmmm, mmmmmm, mmtmm 
> \s?*ym, \£* summit, tmMm. mm. • mmmmm, ruf-its 



tB|E# 2003-3102487 
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^-v: 35/ 



[0 0 4 4] 

S^v-K 50SJU iBl*^^tJ:!)iili)?t4£l:#T?i4, 
, (l) *^o^%t#ffi»t^|wiNF^»HbtT#f ? tt^#--<7)MJ^ 

«^ (2) fr%m<Dit&wt&mmmt*m*KMmkLx&t>ti2>2m<DM 
M<om—^mmx-<Dm^^ (3) ^o^tfutt £grj* jcm 



mtiE# 2003-3102487 
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36/ 



[0 0 4 5] 

^skuesc, iinto&»#k «sMbau -#vm, mmttu mmm^ 

[0 0 4 6] 



£BSE#2 003-3102487 



&JR 2002-322534 



^-s? : 37/ 



n - * , K n * v e ;Hr ;v n - ^o&^ffiS^^f^frWif <b *t& 0 

JftBMtS&UfcLTJi. 7^3)Hf>E a -fn7xn-;i/f 

[0 0 4 7] 

otffiltS^ lf»Jtf^lTl5j0. 0 1 ^11 0 0ff%> ffrt L 
<*4*&0. 1^15 011%^ $f>WL<l±iO. 5^L2 01i%g 



mSE# 2003-3102487 
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: 38/ 



, mit&ffl&mzttLxm o . oi^lioo m*%x &t l < a» o . i & 
mwmffl&mzttLx%}i%\,*L9 9. 99111 ujki^io 

[0 0 4 8] 

80 (rf?W^-m #B) > HCO 60 (0*^5 *^X») , W)3-*f- 

flU &ft1- h V V A> mt*Vy&, v/nfh-/K t/K^fl^ 

/K ^JMflk j*?-;w^^:v % /n^7^>, ^>^;i/T;i^n 

[0 0 4 9] 

mm w> en, ■r^v*^) „ mmm m, r> 
»^y^A^t 4 ) , rn&n r>yy, 75tfT^A, 

tBSE#2 003-3102487 



&m 2002-322534 



^~> J : 39/ 



6 0 0 0*if) & ZZmtoLX&ffiffl&L, ^-e-jfr^c J; «9 % ^<D^ 

-/K 8 0, :/;vn~y? F6 8, •feJVD-^T-bf- 1/^ 

K K n ^ y tf f ;v-b;vn - ^ 7 ^ V— K HFn^y^f;v-t;vn 

[0 0 5 0] 

r;v»JfcLT{i, f!lx.tf^^A^ «t;vn-j?;^#:, e^-/l/££-fls T 
, TIB [2] t^tMTOJi^I I -i. tv> 0 



ffiiE#2 003-3102487 



#M 2002-322534 



^-s*: 40/ 



[0 0 5 1] 

±ffi£&#M> -9- 'J ^;i^m<7)m i: LT ii, 011*. tff- h V f? A , # y * A & ¥<D 

S^^O*»W^fc#W4 ^»±#ffl^O«KJ± 0.5-50w/v%, jf 
fL<{4 3~20 w/ v %g]|"t?*i, * fc2cJ&#8fcffi7.ti/*3 <£ W V 
^O^JStiO. 5-5 Ow/vl L<J*3~2 0w/v%#UiU\ 
[0 0 5 2] 



miE# 2003-3102487 



iff m 2002-322534 



I 41/ 



■ &ltffl;*Ci§ifc«\ Mx.(fl0 01C~12 1 ro^ffe 5^-3 0 frUamu&M 
[0 0 5 3] 

r;^;^ ^yv- #y r ? y 

p^w) > tfy^^ytz-K #y^^^VA/T5K, 7^;7;KiM^ 
i; #v )vm.yy^ Ky k) „ ^y * ^ y w 

£ V?*ry hRS- 1 0 0, RL-10 0, RS-3 

0D, RL-30D, RL-PO, RS-PO (T^ y ;l/R^^;V • *?T?V 



ffl|E# 2003-3102487 
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^->*: 42/ 



*4 K7^7 VNE-3 0 D ? T? U /I'SM^-^ • 7* V 

^, #y -t'j >li0m^-^x;^^tr?>tv^o 

xJftf-^- (Carbomer) 9 3 4 P, 94 0, 9 4 1, 974 P. 980, 1 
3 4 2f, *° 'J U - **"7 J )V (polycarbophi 1) , *;Vy^A*°'J*^-7^ )V 
(carcium polycarbophi 1) ( striate BFJfy K'J v^±U) , >W tf 

^73- 1 0 3, 104, 105, 304 (v^-ftt *>3Rl3fe#63l 080 i£) & i?V> 

[0 0 5 4] 

;Hr;vn-^, sK'J if— ;vtf n y K>\ if— ;v7;i/n~;K ^'Jifi/V^ 
V n - yv & ti2> 0 

^tt»JO^^J^i5^^7X^14«c7)^^(i^3 0&v>U$9 0% ( 
w/w) , $f £ L < J±&J 3 5 & v> L&J 8 0 % (w/w) , $ ^ KtfrZ L < 4 0 
175% (w/w) , Bm&tfV v-0^t^te**J3&v>U*J3 0% (w/w) , $J£ 

t < lift 3 fcw l^j i 5 % (w/w)-e&& 0 MI#Jte§kW»®£ £ <b K-g-A,-cv> 

T & £ < , W^^J^^lt^^7K14%«0^^(i^ 5 0 % (w/wmT, 
£f £ L < l±ft 5 4 0 % (w/w) , $ h Kifrt t < ii^j 5 ~!tf 3 5 % (w/w) 
&;s>o-£-e_hffi% (w/w) f«m^J»^^ m, tJc, 
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^-v: 43/ 



[0 0 5 5] 

i. m%)*^ism<vmmo 

o 

0 0 0//m, L<tei&5 0 OfcuU&l. 4 0 O^mT^^o 

im, m&m, mmk ^^j^r^u ^fftmuttm. ?t, 

^Oilt^*^ 0 . 5 Lffi 9 5 % (w/w) ^ ^t<ii|]5.0^t 
8 0 % (w/w) , $ h fcjf 2 L < fi^j 3 O^Vi LI!; 7 0 % (w/w) T^^> 0 

j*, #1; jl^i^^i; ^'je^vfn'j -7 0 ;vn~ y ^ F 6 8 N T 

^y^fiWr^n-^^^y^A (ECG505) , ^a^*;i/^n-^t h '^A (Ac- 
Di-Sol), 3S#M* 0 'J tf-;vt?ni; K> (^n**°if K>) > ifiStKn^ 
yynifjH:;Pn-^ (L-HPC) &Wffiv^*i& 0 ^T?^ liFn^yyae 

tiZo ^^Atnt vxum^m, n^^^ 7v;^ ^w^m^ 



tblE# 2003-3102487 
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^-v 5 : 44/ 



[0 0 5 6] 

#J£*7 p l'-L*ri t S>, *»*&v»l±itLfcJRJg3W, »^J*ifi:oeS^!fe*^ 
„ ^O^tH^te^J 1 0 0//m&v>U&l, 5 0 0 ^m^^^^l Lv> 

o 

^^^vT^^^^^ft^^lg^ X L< (it: Kn^^ynif^f 

jtitLtim 7v;v^ vvr/lf^ ?)V 

LXffi 1 L%) 1 5 % (w/w) > 0JL<(i|jl L^j 1 0 % (w/w) > $ h 
K#£L<te&j2&v>U&8% (w/w) -e&& 0 

[0 0 5 7] 

II. ^0«i^UtcJ:&«« 

ttilE# 2003-3102487 



#M 2002-322534 



s<-zS: 45/ 



&wmm*<7)?&Fmnwn. mm^v^-ximyK^m^^itit, yarn 

0% (w/w) ^ Bt L< ii$j5£v>Utj5 0% (w/w) , £ L < fi;& 5 & 

v*L3 5% (w/w) 

Jfc) ii> 1^11 0 0%O$KBT^t£^£.r £^-e£, ^Kiil^L 
&j3 0%-e&& o iWiatii, 7K^^tt%K^^«?-r^^o-e^>tL{?# 

7^3- ;k n -7^ ;v T ;v n - ;v^<7)1S:^T ;v ^ - ;k t -fe > > & r ;v 

^^^m. 7v;ve vw >m^^m**nx.T% 

o 

[0 0 5 8] 



mgE# 2003-3102487 
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46/ 



*Nl-te;i/n-;* (jg-ffcjfi (#) rewHi o 1 . 

, SSg&TK^m. RHv^y-^A, M&fc^ 

9. 4 w/w%. L< fi$j2 0-&7 9 8. 5w/w%, £ &C$f£ L < fift 3 
0-&9 7 w/w%-e&&o 

Jtiktt«»«l^^»t*jiwo«tt, Jt&ttww^»jc«-ur, ^jo. 5~&>9 
5 %, 0t l < itffi i 6 o %<Dmwfrt>m±mi'tz> z. bw&z> 0 

S^t&ISk ECG-505K ^n^*^n-^ff'j«)A (Hxlf, Mt 

JK (#0 i£> r^vov), ^d^k> (jfjiif, BASFtt^ k> 

CLK tfHIliKa^y/nf^^n-^ (4H£4fc^ OHO K #/M?*-> 
££SU aJ^a^vy^ (MitiS. m PCS) 

MftSft***, SScft»J^4^^LT, fl|x.tf&0. 0 5-^3 0 w/w% 
, jfiKliifeO. 5-1*7 1 5 w/w%-e$>2> 0 
[0 0 5 9] 

ffi!E# 2003-3102487 
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^-v: 47/ 



iOi?»D^Ji:U{i, mx.im&M («x.lf, Va«f, T^tf 
if;v^;Hr;vo-.x. *j^y^f jv-b;i/n-^, ^ye-A'kfnv Kv, 

;v tf * vj&jfcBtx* t- ;k u * * v^^- v > t v yiilftfoi^ * 

^xvf, ="N*Bk 7*7^ mni^inx. t ^ i 
«fc V fcf-;v e n y K > ft £ra*£P5 L < ffl v> £> *l& 0 

zbizm^L, j&m-f&ztbzx vrnm-tzz. t&x%2> 0 ±tm&iz, 
—mzm^hfi^m, ri^ m^^tizx ^t>^ 0 ^om^^ 

Jfii*£#iFD-5 S (^l/^tt«) f^v>t^lfOE ?l^#LtBL 
[0 0 6 0] 

C3] $t#e> ^y*^xttpfirtau»wo*j:tr^ow« 



ffiSE# 2003-3102487 
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^-v: 48/ 



1ti-hVV&, ^n-^, -7;v^h-^, vxi>HK v;nfh-;w 9^ 

tf-;i/ k? n i; K # U * - **"7 ;K T-X n ;v e 5 ^ >Bfcft& ^ 

^ h'J^A, 7Xn;nf ^ V v aEiftife^ if^tf t, 



ffiSE# 2003-3102487 
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\ 49/ 



[0 0 6 1] 

jm t * &faft>m<v%m^ x y) m,&-tz> ztizz*) it^is 0 $ h 
k> mmizx t)±.mLtzffimk mmm, m^m.w, & 
<m.imu mtem, -tm#j> ffimM%t^n®Mzm&LTi>£^ 0 ±m^^m 

m&<n w<kK &^X'&m kb C7X^ r ;v ^ - ;v ^ ^ (omm * m mm s 

. #^>tL^>?t®^®$^T(cast)7-< A'Atno Sfcfc, iIM^K £5e2!U 

mtw±m, mmu m&m, mmm. i&mi*z<omBm*tox.xt> *v* 0 ? 

[0 0 6 2] 

it&mt fzit^mm^^mm^mmKmmLtzm^t^hm^fix^^mi^ 



fflmE# 2003-3102487 
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^-v: 50/ 



(psyllium)^* ^^^^lltt^ 

^b-r- h l> ^ A ^ ^ f 7 ^ ^ - A ^ i'Oiiti ; ^y L-T 
t> ? 2 1 2 IW75 y^if^f *t& 0 

f±JKS$fc«f K#A"t * i t /6 ? T-i * o frfrZ** h V ? * *SJ&ffl li* #ffif£tt#J 

^mttzimmmm^w:mm^^<ommximmm^\ l zmwir^mif^&^ 

[0 0 6 3] 

x^7-^Ktt©FD&C7*^-2f^t)0 f l:FD&Cl/7 K4 0-^^ifOFD 



ffiiE# 2003-3102487 



t&m 2002-322534 



51/ 



tBWfcttMM& 0 . l-»5 0 Sfi%. 0 f L < f±ft 0 . 0 fi*%0 

« 9 0 %m±. i t^pTfl^»J (±ffi. $TS£. 

-*\ PJKl*rHA*tc>tLT 1 &v>L6 Oj^JSlrt^ Sft L<J;il& 

[0 0 6 4] 

III 3 0-1^9 01i%t^So p-i/fuy*** Y V p - i/? h 

^^1-*-g"«t±, &o. oi~iioii%, t<i±si^5ii 

%-e&& 0 ^^b#JO«S«^#:tc^-r*^*|±, fto. I~*tj9 011%, 0 

ti<ii, i o 7 oti%i?*4, m&mm<Dm&£.m^nirz>^m. 
\$mo. i-ft5oii%, 0t t< \*mi o~^j3 ofi4%-e**o *$wfttt 

*yv-o«5W^fl:^«-1-*^r*tt, mo. l~^3 0fi»%, L<J« 

i o~$j2 5ti%t*4, ^^jom^j^#^-r^^*(±^jo. 

[0 0 6 5] 

*»9io#jH«©ift^*u\ #s&w©te&4&<&«su $*tk ^> sui* 
ft60kg) — A*fctK ainr, ffl^^iwiiar, -ett-r 

*L 1 Bft 0 . 0 1 1 0 0 Omg/kg, $f t L < »±*& 0 . 0 1 1 0 Omg/kg 
> i L< fiiftO. l-fel0 0mg/kg, fcOfcttftO. 1 5 0 m 



ffi!E# 2003-3102487 
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52/ 



g/kg£, 5 3 0mg/kg£ 1 B 1 Bbfrfc &HIfc#tfT#JR 

(«P^#T'Pi?Li*% 1 k g#fi$>fc0ft0. 0 0 1 -2 0 0 0mg> jft L < 
fi&J 0 . 0 1 ~ 5 0 0 m g, £ h L<Ji>&0.1~100m gHjg-e& >9 

, ztizmigi b i ~4@fc#»tT»:-5.i-«o 

[0 0 6 6] 

#fflmfl&«rifc#Lfc&l#~-3 BJSJlrt, «F4L<ttl 0^-1 
Bfilrt. J: L < ti 1 5#~ 1 «Framrt^*|&W(0<k^«riS:#f 

. l^-iam ffi L< 111 0#~6flfffl£Jll*k J:^tL<lil5^f> 

^tL^MtLTii, ^P^»J^M^$*t7t:#ffl»^0 
.0 0 1-2 0 Omg/k g U *&1 5#&fciftD«#l8Wfc«JB3 

tLfc^l&^O'ffc^ I5)0.0 0 5~100mg/kg^l B»t LTjiP^i- 

& o 

[0 0 6 7] 



WSE# 2003-3102487 
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: 53/ 



%J fi#ffiL&v^mfi^--fe> h^^i" 0 {BU JRJptt mol/mol%£^-fo 

-e<7)'(ifc<7)^4 i -cjb *lt v»a m^teTtwmvfc £ Tp-to 

si v>^l^^ h (singlet) 
d: y-fVv Y (doublet) 
t : h V/V v Y (triplet) 
q : Y (quartet) 

dd\ yy^yyuy Y (double doublet) 
ddd: y*7)V5r-f)Vff7*Vv Y (double double doublet) 
dt : Y V Is v Y (double triplet) 

br *. ~fxn— K (broad) 
J : ?>vf y ) y7<m$&L (coupling constant) 
Hz I (Hertz) 
CDCI3 : l^Dn,t;VA 
DMS0-d6 : v ^fiW;Wt^y Y-d§ 
iH-NMR : fu Y >ffl&&&m 
[0 0 6 8] 

mmm) 

mm 
XS1 

l-^>^;l/-4-t?^i; K^(1.0 g, 5.3 mmol) £ T- 1 ; V(0.5 g, 5.3 mmol)<D 
* n n # ;V A/g^m^^ /P»MIF«[ (10 ml/ 5 mL) h T -fe h * H K n * V 
^tb^Ad.l g, 5.3 nnnol)^^g-foJn£, MTM05Mt#Lfco EJfcifc 
^fOR^7Km^> i ;^A7jc^(50 ml)£iHIx., Bfcm^MCJ: DttltBLO x 
50 ml), W««*^7Kl5aft^^^V^A^tefl^^*S*Lfeo SWJ&fcS' 1 ; 

(l-^V^;V-4-t?^V ^^)-N-7x^fl/7 5^(0.9 g, 64%) £#fc 0 



{±iiE# 2003-3102487 
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^-v : 54/ 



iH-NMR (CDCI3) d: 1.49(2H, m), 2.04(2H," m), 2.17(2H, td, J = 2.3 Hz, 10. 
8 Hz), 2.86(2H, bd, J = 12.0 Hz), 3.30(1H, m), 3.54(2H, s), 6.50-7.35(10 
H, m). 

urn 

N-(1-^>^M-^'J ^-;l/)-N-7x^;V7 ^ >(0.4 g, 1.5 mmoD&J:^ 
h «; jc^-;i/T5 >(0.4 ml, 2.9 mmol)<7)^ n n *;i/Av#?j£(4 ml)^ M/nk' 
*~;K0.16 ml, 1.8 mmol)0^nn^;VA^(i m l)^iTU M^40^ 
WLtZo mmZ^L, m j gV!}l~10%m.m(20 il)tyxf-;i,x-f;i/(20 ml)£ 
iPx.7t 0 8NNaOH7X^^in^7Kii*^fti:t, V? uu* ? y\z X i)ft&m t( 
2 x 20 ml), ^tl^^7K(20 ml), f&fo:fe:!&7jc(20 ml) L£f£, MtK^^ 

-(mm:^**r>-mm^3-fr)iz£ ^ms^u ^tJ0N-a-^>^;i/-4-if^'; 

^)V)-N-7x-;^n;N77^ K(283 mg) £#7c 0 £O-ffc£-%<02--/n.MV - 
;H§?£(4 mlMc, vj.^(0.072 g, 0.80 mmol) O 2-7* n/NV -;W§$(4 ml) £ 
iUk., ffimLfz%iM i *2-7'u^; ~-^X~m&L?z^ ij»$^Mt^K0. 31 
g, 51%) £#£0 

iH-NMR (CDCI3) d: 1.00(3H, t, J .= 7.4 Hz), 1. 70-2. 00(6H, m), 2.74(2H, bt 
, J= 12.0 Hz), 3.55(2H, bd, J = 11.7 Hz), 4.12(2H, s), 4.75(1H, m), 6.95 
-7.45(10 H, m). 

[0 0 6 9] 

###!I2 N-(M>^M-t?^'J ^-^-N^x-jVT-b^ ^ K 

1 <DJim 1 T# <b fitzli- (1-^ > v ;V-4- kf^'Ji;r.;v)-N-7x-;V7^ 

[0 0 7 0] 

##M3 ^^^^^-[(S-^^^r^y ^;i/)( , 7^-;v)T^ /]-4-tf^i; 

zK<£T\ l-^>v;i/-4-lf^V K>(10.0 g, 53.0 mmol) 2: T- 1 ; > (5.4 g, 58 
. 0 mmol) <Dffim&$.(50 mL) lC N >y * ^;W> V \ V (7. 1 ml, 53. 0 mmol) 



tttfEijf 2 003-3102487 
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^-v: 55/ 



RJ^^^^T>'^^T7jcv#^(^7K^bT>- : e^'>A7K^50 mU #*. 

50 gom-&*0 £\ . £ >o Km&tyvvntfmz -cm&WMkr 

fcjQ*.fco ?l^£?nn*;VAK£ «9|ftffiLfc|&(3 x 100 ml). 

•^;wc--r;v(20 mD^iJDx.. *fttJ Lfcfite^ii£^^;V^-x;l^^L;fc 
^> $ -£1-^ > *J)V-4-T- V 7 -4- v T / U > (13. 6 g, 89%) 

o 

lH-NMR(CDCl3) d: 1.93(2H, td, J = 3.0 Hz, 10.0 Hz), 2.34(2H, dt, J= 2.2 
Hz, 12.0 Hz), 2.47(2H, td, J= 2.2 Hz, 10.0 Hz), 2.82(2H, bd, J= 11.0 Hz) 
, 3.56 (2H, s), 6.90-7.35(10 H, m). 
JM2 

tK^T, jt^M(70 m\)Kl-^<>'J)V-4-T=-V \£n) v>(19.0 g 

, 65.0mmol)£> &T&tf25V*m&%^ £ 0%±L%* s b1mz-, $M&ffiLizo 

Kinx.fcgU ^nn*wi:J: »)}ftffit^(4 x 200 ml) 0 

frx.-: r frZmZ-mWLtz^ *fWLfcj(ga«rte»$*4-T~y 
4-^'Jy>*mvr? K(14.6 g, 73%)£#fc 0 

lH-NMR(CDCl3) d: 1.92(2H, d, J = 10.9 Hz), 2.10(2H, t, J = 10.9 Hz), 2.3 
4(2H, td, J = 3.5 Hz, 11.7 Hz), 2.75(2H, bd, J = 10.9 Hz), 3.48 (2H, s), 
4.01(1H, s), 5.27(1H, bs), 6.60-7.30(11 H, m). 
I«3 

l, 2-^ * v - ;v (40 ml) 4-r- y y -l-^ > v?;v-4- tf ^ 

*i/T< K(14.6 g, 47.0 nmol) fc*Bfc4b# V * A(7.9g, 141.0 mmol) 2 
0^^MlILf: o m&WL&MM.K%Zt'?1fcWLtz1k, tK(140 ml)«:SPx^ 

h D ^ Aj&(6.6 g, 42%) 
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^-V: 56/ 



iH-NMR (DMSO-dg) d: 1.84(2H, m), 2.06(2H,m), 2.38(2H, m), 2.54(2H, m), 3. 

49 (2H, s), 5.15UH, bs), 6.40-7.50(10H, m). 

1*14 

4-7- 1 ; ;-l-s<>P)V-4-\£^i) itZ/JjJVtfyMi- V V ^AjS£(0.3 g, 0.9 mm 
oDtMfcJ V*¥B(1.25 ml, 6.3 nmol)O»^f-^JR»J§i0L(2.5 ml)^, h 
ijif;V7r/(0.4 ml, 2.7 mmol) JCirax.fe|felWHWlnJ»«illELfco £J£ 

^t£#mi&fcfc*S^JftttLfcgL l&^^7K^^h , ;^A7Kv«(20 ml)fc 
Jinx.. iiif;K:^i{liL(3 x 20 ml), ^CT*&7Mfc&^* 
fgfl^SMKS:®* Lfc 0 #^tt^M»oi-^y^;u-4-[(3-p< y ^ ;i/) 
(7x-^)7 5 y]_4_t?^i; *; v# (0.074 g)02-7°n/NV 
i§ift(l ml)te, ^^7^(0.024 g, 0.27 mmol)^2-7°n^V-;V^(2 ml) &in 
x> #mL/c^ H H H ^2-7°n^V-;VT^^L^, ftjft****^^ (0.076 g 

lH-NMR(CDCl3) d: 0.76(6H, d, J = 6.7 Hz), 1.30(3H, t, J = 7.1 Hz), 1.75( 
2H, d, J = 7.0 Hz), 1.95-2.15(3H, m), 2.30-2. 65(4H, m), 3.15(2H, bt, J = 
12.3 Hz), 3.35-3.50(2H, m), 4.09(2H, s), 4.25(2H, q, J = 7.1 Hz), 7.10- 
7.50(10H, m). 

[0 0 7 1] 

###!I4 4-h>vM^(7x-;i/)7 5 y]-i-^v^;v-4-if^V ^var/M*:/ 
3 <dim 4 t ra«lic4-r - V y -l-^ > y;v-4- y ^ > * 

hy^A*t*^A#Sfcfc^$*T*^Otft«'fk'6''»(0.21 g, 52%)&# 

fco 

!H-NMR(CDCl3) d: 1.35(3H, t, J = 7. 1 Hz), 1.90(2H, m), 2.39(2H, bd, J= 1 
2.4 Hz), 2.60(2H, bt, J = 10.4 Hz), 2.80(2H, bd, J = 12.0 Hz), 3.59(2H, 
s), 4.31(2H, q, J= 7.1Hz), 7.00-8. 15 (15H, m). 
[0 0 7 2] 

###0 5 MWjM-(N-7x^;WN-7*n MOr — toT ^ J ) 
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^-v: 57/ 



[0 0 7 3] 

##1916 l-^>v;i^-4-(N--7i~;P-N-7'n tf^-^;i/T^ /)fcf^V v>-4-# 

v?>_4_^;V^>^^;1-^Xt-;V(760 mg, 1.92 mmol) <D4 V 7"U/\V -)V(\. 
5 vaL)fe'<fcK~?l"( >M (222 mg, 1.92 mmol) <D4 V 7us*y -)V(2 mL)v#&£ 

mm.m\sxmmik'km(w$ mg, 86 

lH NMR (CDCI3) d: 0.95 (3H, t, J= 7.4 Hz), 1.30 (3H, t, J= 7.1 Hz), 1.8 
8 (2H, q, J= 7.4 Hz), 1.9-2.1 (2H, m), 2.41 (2H, d, J= 14.2 Hz), 3.16 (2 
H, t, J= 11.7 Hz), 3.35 (2H, d, J= 10.2 Hz), 4.08 (2H, s), 4.26 (2H, q, 
J= 7.1 Hz), 6.29 (2H, s), 7.19-7.26 (2H, m), 7.34-7.42 (8H, m). 
jtmfrtir: C24H3oN203-C4H404fc It 

ft#M:C, 65.87; H, 6.71; N, 5.49. HMUt : C, 65.69; H, 6.76; N, 5.45 
[0 0 7 4] 

##M 7 1-^ >- v;v-4-(N--7 x^;i/-N-^n et-^r^y) tf^ y ^ ^-4-# 

##M 5 -etf^n/wl-^^v^^-CN-V ;i/-N-"7°n fc: — r ^ y ) tf^U 
>?^_4_^;V^>^^;i,jii^^;l, Q.Qg, 2.55 mmol) O^f V ^n^V -)V(3 m 
DiilCya 1 )! (341 mg, 2.70 mmol) 0>f V -fusty -;l/(3 mL)^?S^SPx. 

lH NMR (CDC1 3 ) d: 0.95 (3H, t, J= 7.2 Hz), 1.30 (3H, t, J= 7.1 Hz), 1.8 
8 (2H, q, J= 7.5 Hz), 2.0-2.15 (2H, br t), 2.40 (2H, d, J= 13.8 Hz), 3.1 
4 (2H, t, J= 11.6 Hz), 3.30-3.45 (2H, br), 4.08 (2H, s), 4.24 (2H, q, J= 
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7.0 Hz), 7.18-7.22 (2H, m), 7.28-7.42 (8H, m). 
[0 0 7 5] 

8 4-[7-tf ;v (7 x - 7 ^ / y ;M- 'J v 7 > * 

y v v &m.zm7mmtfrj&zitxmmit&m(Q.05 g, 7%)£#£ 0 utt^ 

1$Km&&X-$>t), VXTOX'*? Y)V-r- fit free amineh LTfSfc Ltz a 
lH-NMR(CDCl 3 , free amine) d: 1.30(3H, t, J = 7. 1 Hz), 1.69(3H, s), 1.74( 
2H, bd, J= 11.8 Hz), 2.28(2H, bd, J = 13.1 Hz), 2.53(2H, m), 2.71(2H, m) 
, 3.57(2H, s), 4.24(2H, q, J = 7.1 Hz), 7. 10-7.45(10H, m). 
[0 0 7 6] 

9 i-^ > v ;v-4- [ f^- >; )V ( 7 ^ - ;v) r ^ ^ ] -4- tf ^ y v > # >m 

y v v j±&zm7mmtKfcz&xi&mft&%d(o.3o g , 40%)*#^ o 

lH-NMR(DMS0-d6) d: 0.80(3H, t, J = 7.4 Hz), 1.31(3H, t, J = 7.0 Hz), 1.4 
6(2H, sextet, J = 7.2 Hz), 1. 70-1. 90 (4H, m), 2.32(2H, bd, J = 13.6 Hz), 
2.80-3. 15 (4H, m), 4.04(2H, s), 4.22(2H, q, J = 7.1 Hz), 7.30-7. 65 (10H, m 
). 

[0 0 7 7] 

1 0 i-^> ^;v-4-[^ v ? J 4 ;v(7x-iV)7^ J ]-4-tf ^ u v > # ;v 
##M 3 ©It 4 t mW.^4-T - ? ; y -1-^ > v;V-4- If ^ U i? > * 

h v v &&*m7k^mtKfcz*tx$imi\:&%!)(o.59 g, 69%)£#£ 0 

lH-NMR(CDCl3) d: 0.76(3H, t, J = 7.4 Hz), 1.14(2H, sextet, J = 7.4 Hz), 
1.29(3H, t, J - 7.1 Hz), 1.44(2H, quintet, J = 7.5 Hz), 1.86(2H, t, J = 
7.5 Hz), 1.95-2.10(2H, m), 2.38(2H, bd, J= 14.6 Hz), 3.30-3.40(2H, m), 4 
.07(2H, s), 4.24(2H, q, J = 7.1 Hz), 7. 10-7.45(10H, m). 
[0 0 7 8] 
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3 (DIM 4 £: |W^t^4-T — V y -1-^ > v;V-4-tf^ 'Jv^A 

hv v*&*te*^*v>ntBu&i*#Tmm'it&®(o.3& g , 48*)*»fc 0 

lH-NMR(CDCl 3 ) d: 0.80(3H, t, J = 7.2 Hz), 1.00-1. 20(4H, m), 1.29(3H, t, 
J= 7.1 Hz), 1.46(2H, quintet, J= 7.3 Hz), 1.85(2H, t, J = 7.3 Hz), 2.07( 
2H, m), 2.38(2H, bd, J= 14.6 Hz), 3.15(2H, bt, J = 12.6 Hz), 3.39(2H, bd 
, J = 11.5 Hz), 4.10(2H, s), 4.24(2H, q, J= 7.1 Hz), 7. 15-7. 50(10H, m). 
[0 0 7 9] 

1 2 1-^ > *J)V-A- [ (2E) -2--/fy^;K7x-;V)7^ y]_4_tf^i; y 

###J 3 ox^I 4 |wj^^4-r — y y -l-^ > ^;v-4- fef ^ 'jy>* 
h V h h >&fcRjS$^T^fift^(0.33 g, 45%)£#fc 0 

lH-NMR(CDCl3) d: 1.28(3H, t, J = 7.1 Hz), 1.66(3H, d, J = 6.9 Hz), 2.05- 
2.15(2H, m), 2.40(2H, bd, J= 14.7 Hz), 3.17(2H, m), 3.41(2H, bd, J= 5.6 
Hz), 4.11(2H, s), 4.25(2H, q, J= 7.1 Hz), 5.39(1H, d, J = 15.1 Hz), 6.70 
-6.90UH, m), 7.15-7.45(10H, m). 
[0 0 8 0] 

tfil 3 1-^ > i^;V-4- [ (4-^ o n 7 x (y a b° t - T ^ / ] -4- 
^%(0.44 g, 66%)£#£ 0 

lH-NMR(DMS0-d6) d: 0.93(3H, t, J = 7.4 Hz), 1.30(3H, t, J = 7.1 Hz), 1.7 
9(2H, m), 1.90(2H, q, 7.3 Hz), 2.31(2H, bd, J = 13.2 Hz), 2. 80-3. 20 (4H, 
m), 4.03(2H, s), 4.23(2H, q, J = 7.0 Hz), 7.40-7.70 (9H, m). 
[0 0 8 1] 

4 v?;M-[(3-^ d n 7x-;l/) (rn et-JV) 7 ^ /]-4-t°^ 
V V y io )V^y^^)v yx7il 

#f^3 trnw-^mxr-v ><Dfrt>*)K3-?uuT-v y^m^x^mAt 
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^(0.26 g, 33%)£#£ 0 

iH-NMR(DMSO-de) d: 0.93(3H, t, J = 7.4 Hz), 1.30(3H, t, J = 7.1 Hz), 1.7 
5-2.00(4H, m), 2. 25-2. 45 (2H, m), 2.90-3. 10 (4H, m), 4.07(2H, s), 4.24(2H, 
q, J = 7.1 Hz), 7.40-7.70 (9H, m). 
[0 0 8 2] 

##fl!ll 5 i-^>y*;M-[(2-^nn7x^;v)(yo fc?3--;P)7^ yj-4-kf^ 
'J v > # ;1/tK>^ji^-;1/ a- 

^#(0.11 g, 13%)£#£o 

lH-NMR(DMS0-d 6 ) d: 0.95(3H, t, J = 6.9 Hz), 1.3l(3H, t, J = 7.1 Hz), 1.5 
4(1H, bt, J = 12.3 Hz), 1.80-2.00(3H, m), 2.00-2. 15(lH, m), 2.55-2.75(lH 
, m), 2.85(1H, bd, J = 13.5 Hz), 2.90-3.30 (3H, m), 4.00(2H, s), 4.15-4. 
35 (2H, m), 7.40-7.80 (9H, m). 
[0 0 8 3] 

###!ll 6 l-^>v;W4-[(4-^^;V7i^;V)(-7 p ntf^-^;u)r ^ y]-4-tf^ 
^(0.42 g, 52%)£#/r 0 

lH-NMR(DMS0-d6) d: 0.92(3H, t, J = 7.4 Hz), 1.30(3H, t, J = 7. 1 Hz), 1.7 
9(2H, m), 1.88(2H, q, J = 7.4 Hz), 2.30(2H, bd, J = 13.4 Hz), 2.45(3H, s 
), 2.80-3.10(4H, m), 4.02(2H, bs), 4.22(2H, q, J = 7.1 Hz), 7.25-7.50 (9 
H, m). 

[0 0 8 4] 

#fil 7 l-^>^;M-[(3-^f ;W7x^;l/) (7n ^^r-)V)r = y]_4-tf^ 

###13 ^iw^&tt-v >ofrt>t) \z$-*?-)vt-v y*m^xmmit 

^ (0.072 g, 9%)£#£ 0 

lH-NMR(DMS0-d 6 ) d: 0.92(3H, t, J = 7.3 Hz), 1.30(3H, t, J = 7.1 Hz), 1.7 
9(2H, m), 1.89(2H, q, J = 7.3 Hz), 2.33(2H, bt, J = 15.2 Hz), 2.44(3H, s 
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), 2. 80-3. 20 (4H, m), 4.03(2H, bs), 4.23(2H, q, J = 7.1 Hz), 7.20-7.50 (9 
H, m). 

[0 0 8 5] 

##013 i:l^»0^rfet?T-U ><0frt>l) >*fflv>T$jBfl: 
-£©(0.047 g, 6%)£#7*c 0 

lH-NMR(DMS0-d6) d: 0.93(3H, t, J = 7.3 Hz), 1.30(3H, t, J = 7.1 Hz), 1.6 
5- 1.90(4H, m), 2.36(2H, bd, J = 12.8 Hz), 2.43(3H, s), 2. 75-3. 25(4H, m) 
, 4.06(2H, bs), 4.24(2H, q, J = 7. 1 Hz), 7.30-7.50 (9H, m). 
[0 0 8 6] 

##$J1 9 i-^>y;M-[(3-7;P^- n7x-;v) (•/□ 7 5 y]-4-tf 

o 1-^ > v ;i/-4- [ (3- 7 >u * n 7 jc - )V) ( ^ n M Or =. ;v) r * J ] -4- k?^ V V s 

% frZ&j&L, vw >-m^ffi^rmi:i-^>^^-e^^i:^(o.3 

9 g, 49%)£»fc 0 

lH-NMR(DMS0-d6) d: 0.94(3H, t, J = 7.3 Hz), 1.31(3H, t, J = 7.0 Hz), 1.6 
0- 2.05(4H, m), 2.30(1H, bd, J = 14.0 Hz), 2.49(1H, bd, J = 13.2Hz), 3.0 
0-3.60(4H, m), 4.15- 4.30(4H, m), 6.15(2H, s), 7.25-7.75 (7H, m). 
[0 0 8 7] 

###!!2 0 l-^>^iV-4-[(3-7'n^7x^jl/)(7 , n t?t-^)75y] -4- fc?^ 

o 1-^ v i?;v-4- [(3-7'D^7x-;i/)(7*nft^)75y]-4-e^';^>*;v 
61%) £#fc 0 

lH-NMR(DMS0-d 6 ) d: 0.93(3H, t, J = 7.3 Hz), 1.3l(3H, t, J = 7.1 Hz), 1.7 
0- 2.00(4H, m), 2.30(1H, bd, J = 13.8 Hz), 2.40-2. 60(1H, m), 3.00-3.70(4 
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H, m), 4.15- 4.40(4H, m), 6.15(2H, s), 7.40-7.85 (7H, m). 
[0 0 8 8] 

###!]2 1 l-^>^)V-4-[(3-^ f^y7x^;v)(^nl: , t^;v)7^/]-4-t 0 

0 1-^ > v ;^-4- [(3-^h^y7x^;l')(7'nift^^)75/]-4-t:^ , Jv ? >' 
# ^^m^^ U ^ W >m£JEv>T^t-&£ tt^aft^tKO.l 

3 g, 5%) *ntz 0 

lH-NMR(DMS0-d6) d: 0.94(3H, t, J = 7.3 Hz), 1.31(3H, t, J - 7.0 Hz), 1.7 
5- 2.00(4H, m), 2.40(1H, bd, J = 14.6 Hz), 3. 00-3. 70 (4H, m), 3.89(3H, s) 
, 4.24(2H, q, J = 7.0 Hz), 6.15(2H, s), 7.00 (2H, bd, J = 7.8 Hz), 7.16 
(1H, d,J = 7.7 Hz), 7.40-7. 60 (6H, m). 
[0 0 8 9] 

###!I2 2 M>^M-[7x-;i/(ynt: 0 t^^)7^]-4-^ , Jy>*^ 

3 <OJM 3 -e# h ftfzA-T ~ V J -1-^ > >?;V-4- tf^ y v > # ^Bfe 
^ h 'J *A.(9.0 g, 27.0 mmol) fc7X(10 ml)OJKfl3?&ifc^ Mfc^V >m(10 
ml)*JOx.*^a#tfeo RJES**70KH^t^a, tK(3 ml)&inix., ?ftf2 

*»Lfe|fe<ejft$*«|BOft'fr«Sr»*:(6.3 g, 75%)o 

lH-NMR(DMS0-d6) d: 0.80(3H, t, J = 7.3 Hz), 1.40-1. 60 (2H, m), 1.75(2H, q 
, J = 7.3 Hz), 2.08(2H, bd, J = 13.0 Hz), 2. 20-2. 60 (4H, m), 3.35(2H, s), 
7.10-7.70U0H, m). 
[0 0 9 0] 

2 3 N-[l-^> iS 7*f- ;^-4- e^'Jv-^-N- (7i-;V)7*Dlft 

X5gl 

l-^>v>;V-4-tf^'; K>1.89g(0.01mol)& Y ^^~>20mlK^ML, 7-'J>l 

.02g(o.oiimoi), p- b;v^>^;v^>-^i7]cfn^i50mg*in£> t'Ja**?- 
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->--r*4ASftfc&#T\ i6^mijummm.Lfz 0 Kmm^mmrmmv, nm®\~ 

THFlOml&Jnx^ ?X<%T1.6M n-^;W A^^-9->^12.5ml(0.02mol) 
> 720mg(JlX^22%) LT#£o 

1*12 

# h fitz, 4-7- V y -1-^ > ^^-4-^^-;^ t:^ V >645mg(2. Ommol) & ? n 
n *;i/A20ml fc&fl? U :/n k 4 t-;v^n'J K925mg(l0mmol) £3jUx.. 24H#F^n 

mK.xmiaLtz 0 mmm*fcffi&, ms.rmmu m^7;^t*7A^n 

80mg(a^l9%) SrS-fe^t LT#/: 0 

iH-NMR(DMSO-dg) £ : 0.74(3H, t, J=7.4Hz), 0.92(3H, t, J=6.9Hz), 1.20-1.3 
8(4H, m), 1.60-1. 78 (4H, m), 2.00-2. 15 (2H, m), 2. 15-2. 21 (2H, m), 2.80-2.9 
5(4H, m),4.06(2H, s), 7. 10-7. 20 (2H, m), 7. 28-7. 48 (8H, m). 
[0 0 9 1] 

2 4 N- [1-^ > v ;p-4- 7 ^ - ;v-4- fcf^ ;v] -N- ( 7 x. - )V) -/n t? 

*>7^ K ^a^Ktt 

LT^y»'ffc^!»190ing(iR^19X)«rfi'fe»5|5fc bT#£ 0 

lH-NMR(DMS0-d6) ^ : 0.68(3H, t, J=7.3Hz), 1.65(2H, q, J=7.3Hz), 2.15-2.32 
(2H, m), 2. 52-2. 73 (4H, m), 2. 95-3. 10 (2H, m), 3.98(2H, s), 7. 15-7. 28 (4H, 
m), 7. 28-7. 50 (9H, m), 7.56(2H, d, J=7.7Hz). 
[0 0 9 2] 

##$12 5 M>y;M-[7x^;v(yoei-Jl/)7^]- N-/nt?;M-kf 

^ v s> > * )v&**y n* v a. >^m^ 

1990^3MtJ. Org. Chem. 55^4207JCfBlRO*&^i *)»fc*Lfc4-T-V ^-1 
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-■^^^;l/-4-e^V^>*;i/jK^m310mg (1 . Ommo 1) & <fc 7"n tf;i^T ^ >71mg 
(1.2mmol) : lrDMF3mnc^L^ MTy77 V >^v\i.^;l/196mg(1.2mmolK b 
i;j.f-;i,T^>121mg(1.2mmol)^iinx., 1 Hf^^ L£ 0 RJ&^m^^K 

K 150mg(J|3l^43%)*|ffifeM^%^ LT#7to ^tLT^-T-'j ^-1-^ 
^ v^-N-^n tf;V-4- fcf ^ 'j v > 7> ;V*?*-9- ^ 2 3 <DJM 2 tmM 

\z\^xmmit^m iiom g (iDi^56%)&£«N^ lt#^ 0 

lH-NMR(DMS0-d6) S : 0.75-0.85(6H, m), 1. 30-1.45(2H, m), 1.52-1.78(2H, m), 
1.76(2H, q, J=7.4Hz), 2. 20-2. 28 (2H, m), 2. 85-3. 05 (6H, m),3.97(2H, s), 7 
.36(5H, m), 7. 38-7. 50 (5H, m), 7. 50-7. 58 (1H, m). 
[0 0 9 3] 

2 2 Tr# tt7t 1-^? > ^;v-4- [ 7 i — ;v ( :/n tf * - )V) y $ y ] -4- kf^ 
v>#;W-K>^500mg(l.36mmolK Kn + y;VT ^ >&afe&399 

mg(4.10mmol)*DMF10mncv#^|L> MTv7/ V >^^^^;^266mg(l. 63mmol) 
, > i;.x^;l/T^ >663mg(6.55mmol)^ljnx.> ^ST»16^F H m^L^ 0 RJfcifcfc: 

. ya7^^B£« H H a U ^mft^210mg(JR^40%) & Sfe&^h LT#7t 

o 

lH-NMR(DMS0-d 6 ) 8 : 0.81(3H, t, J=7.4Hz), 1.55-1.70(2H, m),1.76(2H, q, J= 
7.4Hz), 2. 20-2. 32 (2H, m), 2. 80-3. 00 (2H, m), 3. 00-3. 12 (2H, m), 3.12(3H, s 
), 3.66(3H, s), 4.00(2H, s), 7. 21-7. 26 (2H, m), 7. 30-7. 40 (5H, m), 7.40-7. 
50 (3H, m). 

[0 0 9 4] 
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2 7 N-[l-^> v;V-4-(tf D U y >-l-#;V*-~;v) tf^vj 

lH-NMR(DMS0-d6) S : 0.81(3H, t, J=7.4Hz), 1. 55-1. 85 (6H, m),1.8l(2H, q, J= 
7.4Hz), 2. 25-2. 40 (2H, m), 3. 10-3. 28 (4H, m), 3.31-3. 50 (4H, m), 4.15(2H, s 
), 7.28-7.50U0H, m). 
[0 0 9 5] 

>75 K 

1997^^fSynthetic Communications 27^, 923-937Mffi^O^?S^ £ *9 # 
t> *t*:4- 7-'jy -l-^ > ^ ;v-4- bf t y s> > * ;v h v ;v t> , ###)J 23© 
Xm.2 tmmKLxmm^m 170mg(JR^71%)^te^^^ Lt#/; 0 
lH-NMR(CDCl3) d : 1.02(3H, t, J=7.4Hz), 1. 50-1.65(2H, m), 1.93(2H, q, J=7 
.4Hz), 

2. 25-2. 50 (4H, m), 2. 75-2. 90 (2H, m), 3.50(2H, s), 7. 16-7. 35 (8H, m), 7.38- 
7.45(2H, m). 

[0 0 9 6] 

#f«2 9 l-(2-7x^f;l/)-4-[7x^;V (7°n tf 7 = y]-4-fcf^ 

1997^^f Synthetic Communications 27^ 923-937HfB^<7>;fr&K X 0 ^ 
®^ta80mg(^44%)££^:£i: Ltf^o 

iH-NMRCDMSO-dg) a : 0.83(3H, t, J=7.4Hz), 1.23(3H, t, J=7.0Hz), 1.70-1.95 
(4H, m), 2. 20-2. 32 (2H, m), 2. 75-2. 90 (2H, m), 2.90-3. 18 (4H, m), 3.20-3.35 
(2H, m),4.10-4.20(2H, m), 7. 15-7. 40 (8H, m), 7. 40-7. 58 (2H, m). 
[0 0 9 7] 

###H 3 0 l-^>^;w 4-[7x^;V (7u\£* — JU) T $ J ]-4-fcf^V V 
1990^3MtJ. Org. Chem. 55*4207HIBlK<Z>:#8c£ X *)'ftbtitz±- [7 
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•fu \Z* — )V) T ^ J ]-4-fcf^'; ;V/-K>^Ji^;Vi^x;V200mg(0. 66mmol) 

, t?'; v>lmlSr^nn^;l/A3mnc^^L> ^> W n y F92mg(0.66mmol) 

£o US WEETflHSU »^V'J*W7A^D7>77 7 

4 - : ^/@|^^;v=6/4) KJ: O «f« ^Sfl^210mg( 

JjX^86%) £ te-feM^t? t LtH^o 

lH-NMR(CDCl3) ^ : 0.95(3H, t, J=7.4Hz), 1.34(3H, t, J=7.1Hz), 1.30-1.70(2 
H, m), 1.87(2H, q, J=7.4Hz), 2. 15-2. 25 (1H, m), 2. 30-2. 48 (1H, m), 3.10-3. 
25(1H, m), 3.45-3. 70(2H, m), 4.29(2H, q, J=7.1Hz), 4.30-4. 45(1H, m), 7.2 
0-7.45(8H, m), 7. 45-7. 50 (2H, m) . 
[0 0 9 8] 

###13 1 l-7x^V-4-[7x^ (7 s nt>^;l/) T ^ J ]-4-t°^V v> 

1990^H^fJ. Org. Chem. 55^4207Hffi*c?>;frv£K £ t) W b tlfz4-[y * ~ )V ( 
~7u\£*-)V)T$. y]-4-H°^'; v>^;l/^>M^^^^^x^250mg(0.82inmol) 
£ h;va^l5mH::i&fl?U 3- K^>-t? >836mg(4. ImmolK f^(v^>^'J 
T^^T-b b >0— ^° 7^7^(0) 150mg(0.16mmolK h V (t-^f-^) 7 -f >100 
mg(0.49mmol). i^-*r->7 A1.34g(4. lmmol) £2inx.> 80 < C-C48B#P^tf# 2 b7 , io ^ 

*»£^*u ^m^m&rmmu »^>'j*W7a^7f^7 

>f - CEIH«ft : >/B£$tx^;v=9/l) ^ J: 0 U ^Sjt^68mg( 

W22%) *m&Mvmt Lmtzo 

lH-NMR(CDCl3> ^ : 0.98(3H, t, J=7.4Hz), 1.33(3H, t, J=7.1Hz), 1.70-1.82(2 
H, m), 1.90(2H, q, J=7.4Hz), 2. 35-2. 45 (2H, m), 3. 10-3. 20 (2H, m), 3.30-3. 
41 (2H, m), 4.28(2H, q, J=7.1Hz), 6. 75-6. 85 (2H, m), 7. 15-7. 50 (8H, m). 
[0 0 9 9] 

##M3 2 l-y^nA^yWf;V-4-[7x-iV (7°n feT j*--^) T5/]-4 

1990^3^tJ. Org. Chem. 55%4207HfB^^^ i *)%b*htzA-[7 ^=-)V( 
T'net-^T^H-fc^iJ v>*;V?JfV^^;l/^^7-^210mg(0.69nimol) 
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$£i£fc$&fl?U h U 7-b b *'>**ffc# h y ? A176mg(0.83mmol) ^iDx. 

i?>fy^nif^x-f^ilT, ^^BfefciD&TSIgaU mMit^m 180mg 

(jr^53%) * e-fe^ t Lxmtzo 

lH-NMR(DMS0-d 6 ) $ : 0.82(3H, t, J=7.4Hz), 1.00-1.20(5H, m), 1.22(3H, t, J 
=7.1Hz), 1.50-1. 72 (6H, m), 1.78(2H, q, J=7.4Hz), 1.80-1. 90 (2H, m), 2.15- 
2.25(2H, m), 2. 65-2. 75 (2H, m), 2. 82-3. 00 (2H, m),3. 10-3.26(2H, m),4.14(2H 
, q, J=7.1Hz), 7. 25-7. 35 (2H, m), 7.40-7.50(3H,m). 
[0 10 0] 

#fW3 3 N-[l-^>^;M-(4^f;M,3-f7y-;V-2-^;i/)-4-b 0 ^'Jy 
-;v]-N-(3-^ n n 7 xx;i/) t> > 7 < K 

-7SBte. 4-^f;^7V-;v (0.79 g, 8.0 mmoDOr b^t Kn7 5^S 
(10 ml)£, nrWJf^A(l.6 M's*"**- 5.0 ml, 8.0 mmol ) £flTF 
U 20frmmWLfz o m&M"C* l-^y i;;M-(3^ □ n 7 - 'J y )4-y 77 t: 
^yv>(1.30 g, 4.0miol)(Orf7tKn7 7>?#I(5 mDfcSSTU 305fr&» 
»tlfc*fc0j&$-e#M&Lfco R«lC7jc(30 ml)£2jn;U ftgftxf/i'HJ: «9»mt 
(3 x 40 ml), ^mm*M0 mD-C^L^, fc>ttil3&^*5'*At*<e*L 
»»*9*Lfe 0 »^v'J *W7A7n-7h^77-f-(«^t> 
-g^^^O^i 9fl|$4U 1-^ > >^-4- (4-* ^- ;V-1, 3-^- T V*- ;V-2->f /U) - 
4-(3-*n*T-y >Oe^y$>>fctofc(l.56 g, 98%) Q 

iH-NMRCCDCls) d: 2. 10-2. 30(4H, m), 2. 35-2. 55 (2H, m), 2.45(3H, s), 2.70-2 
.80(2H, m), 3.52(2H, s), 4.29(1H, s), 6.31(1H, d, J= 8.2 Hz), 6.45-6.50( 
1H, m), 6.60-6. 70(1H, m), 6.80(1H, s), 6.96(1H, t, J = 8.1 Hz), 7.20-7.4 
0(5H, m). 
JM2 
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1-^ > ;v-4- (4-^ ^ ;v-l, 3-f- T V- ;v-2-^f ;u) 4-(3-^nn7- 
'jy)^';-7V(0.4g, 1.0 mmol)<7)^no^;l/A^(l5 ml) H> M^nf 
:t-M0.65ml, 7.0 mmol)£?TrFL£f|eu 48B#r^Pl^sl»it L£o £J£?§S£^ 
*U ^DRm7K#^b , ;*>A^^(20 mD^iDx.^ * n n X 0 WH3 

(4 x 20 ml), *««^*««^^*5/^A^f£^#«t*«*Ufeo 
£ 5/ U * 7A^nv^77-f- (^:^^r"9- v-R^o. ?-/!/) H «fc 
«3*t;RU ^M^tJ(1.56 g, 98%)*»fc„ 

lH-NMR(CDCl3) d: 0.88(3H, t, J = 7.3 Hz), 1.80(2H, q, J = 7.4 Hz), 2.00- 
2.20(2H, m), 2. 20-2. 40 (2H, m), 2.44(3H, s), 2. 50-2. 80 (4H, m), 3.41(2H, s 
), 6.84(1H, s), 7.20-7.50(9H, m). 
[0 10 1] 

###3 3 4 N- [1-^ > v )V-A- (4-p? f - ;v-i, 3-f - T V- ;V-2--f ;v) -4- e ^ D v 

1-^ > v ;V-4- (3-^ nnr^'j 7 )4-v7/ t^'J v ^Of^ t:i-^>y;V 
£»ft£-'BK0.40 g, 87%) £ fi-fe^* LT#£ 0 

lH-NMR(CDCl3) d: 0.87(3H, t, J = 7.4 Hz), 1.79(2H, q, J = 7.4 Hz), 2.00- 
2.20(2H, m), 2. 20-2. 35 (2H, m), 2.43(3H, s), 2. 50-2. 70 (4H, m), 3.4l(2H, s 
), 6.83(1H, s), 7. 20-7. 40 (9H, m). 
[0 10 2] 

##0H 3 5 N-[l-^ > V)V-A- (4-^ f-;v-i, 3-f7V- ;V-2--f ;V)-4-fc?^ U 

l_^>^^4.(3^nn7-'J y )-4-->T / t?'* 1 ; S» *) K1-^>S?;W4 

_(4-^f;V7-'J/)-4->7y ^y^tttfflU ##$13 3 fcEI&fcLT^ 
@lfc^(0.37 g, 84%)«rS'fe»*t Ltftfc, 

lH-NMR(CDCl 3 ) d: 0.86(3H, t, J = 7.4 Hz), 1.81(2H, q, J = 7.4 Hz), 2.00- 
2.20(2H, m), 2. 25-2. 40 (2H, m), 2.39(3H, s), 2.44(3H, s), 2.55-2. 70 (4H, m 
), 3.4K2H, s), 6.82(1H, s), 7. 15-7. 35 (9H, m). 
[0 10 3] 
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3 6 N- [1-^ y V )V-A- (4- ^f;H3-fTV- ;V-2- ^ )V) -4- tf ^ V v 
-^]-N-(3->f^7x-;l/)ynet>7^ K 
l.^>^4.(3^nnr- , J /)-4-vyy tf^'j i?><D&t> *) 

^W-ffrfrfc (0. 30 g, 69%) e-fe»5fe £ LT#fc 0 

lH-NMR(CDCl 3 ) d: 0.87(3H, t, J = 7.4 Hz), 1.81(2H, q, J = 7.4 Hz), 2.00- 
2.15(2H, m), 2. 25-2. 40 (2H, m), 2.38(3H, s), 2.44(3H, s), 2. 55-2. 75 (4H, m 
), 3.4K2H, s), 6.82UH, s), 7. 10-7. 35 (9H, m). 
[0 10 4] 

##M3 7 N-Cl-^^y^Mrl^^ f 3-f 7 V - ;i/-2--f ;0-4-t>'J 9 J 
- ;i/]-N-(2-^^-;V7 jc— )V)-fu \£*yT$. K 

1-^ > v ;U-4- (3-^nn7-'jy)-4-v7y If ^ 'J v > <7)#t> ^ K 1-^ y -J)V 
-4-(2-^f;V7-'J/)4-v7 / t^'J^MU ##{fiJ3 3 IPi&fc LT 
^Mfb-^tKO.42 g, 97%)*fife^t LXftfz 0 

lH-NMR(CDCl 3 ) d: 0.87(3H, t, J = 7.4 Hz), 1.70(2H, q, J = 7.4 Hz ), 1.98 
(2H, t, J = 12.0 Hz), 2.15-2.40(2H, m), 2.36(3H, s), 2.45(3H, s), 2.55-2 
.75(4H, m), 3.36(2H, s), 6.87(1H, s), 7. 10-7. 45 (9H, m). 
[0 10 5] 

3 8 N-[l-^> v f ;l--4-(4-^ ^)V^TV-)V-2-^ ;v)-4-lf^y v^;v]- 

4-^^;V^-Ty-;l-317mg(3.2mmol)*THF10mni^t> ^STOifcP^ 1.6Mn 
-7^;V Vf- * A ^^-9- >^2. 0ml (3. 2mmol) *Jnx.l5^K«# L fc 0 -30*0 4 
MfcfBm^/j ?£ J: Jj # e> *tfc4-7 -1-^ y i?)V-4- tf ^ y 5> > 
h i ;;V466mg(1.6mmol) ; l:Jnx.30^mm^ 0lCJt«tfco RjSifc 

y * 7A^D7f^7'f- (SUfl^S : >/S^^f : ->'v=4/6) *c 

<£ i9*f§£U 4-7-y / > i^;i^4- (4-^ f 7 y- ;i^-2-^ ^) tf^y v 

>360mg(J|X^62%) £fcteflM#» UHfc, 
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lH-NMR(DMS0-d6) 8 : 0.73(3H, t, J=7.4Hz), 1.74(2H, q, J=7.4Hz), 2.05-2.2 
0(2H, m), 2.30(3H, s), 2. 48-2. 56 (2H, m), 2. 82-3. 05 (4H, m), 3.99(2H, brs) 
, 7.19(1H, s), 7. 30-7. 40 (8H, m), 7. 40-7. 48 (2H, m). 
[0 10 6] 

3 9 N-[l-^>^;V-4-(4-p< f;Vf7 , /-;V-2->f ;p)_4_e^'J V— 

3 8 *e# ^ tt7^4-T — y y -1-^ > v^v-4- (4-y v- ;u-2--f ;w 
) fcf^y v > h 7-fc^;v* n y K#>ib. 2 3 wig 2 H&ic LT$Ijt 

^t? 110mg(JR^50%)*6'fe»5|ct U#f: 0 

lH-NMR(DMS0-d6) 8 : 1.53(3H, s), 2. 05-2. 20 (2H, m), 2.30(3H, s), 2.43-2.55 
(2H, m), 2. 82-3. 08 (4H, m), 4.00(2H, brs), 7.20(lH, s), 7. 30-7. 40 (8H, m), 
7. 40-7. 49 (2H, m). 
[0 10 7] 

###!I4 0 N-[i-^^v;i/-4-sec-7'^;v-4-^v j;^^]-n-7x- ;v/n vf 

1997*MMt Synthetic Communi cat ions 27#. 923-937KSB|RO:£i£K «fc !?# 
hthfzA-T—V J -1-^ > kf ^ y v>^;i/5jfj=. b y ;i/466mg(6mmol) &1HF5 
mHC$gfl?U 7jc<$T1.0M sec-y^y^^A^^V^*6.4ml (6.4mmol)iD 

x.. mzat?2itwa^L^:o ^sm^m^^K ^fcjn&wiffiLfco mmm* 
m±rrmm u £ r ^ s ^ * 9 a * n v h *~ ^ 7 ^ - csra^ 
: n-^^r-9- y/mfc^fr^sm) kx^o mm u 4-t - y y -1-^ > ^;v-4_ se c- 

7f;V^V v>160mg(JR^31%) Lt#/; 0 

%hKtzA-T~') y-l-^>^;V-4-sec-y^-;Vtf^y ^>^^##M2 3 <50X 
g 2 t |fl|«fc LT«Mk^ 71mg(JR^30%) * S-fe^* h LT#tfr 0 
lH-NMR(DMS0-d 6 ) 8 : 0.79(3H, t, J=7.4Hz), 0.80-0. 85 (3H, m), 0.88(3H, t, J 
=7.1Hz), 1.00-1.20 (1H, m), 1.20-138(2H, m), 1.70(2H, q, J=7.4Hz), 2.00- 
2.25(4H, m), 2. 75-2. 95 (4H, m), 4.05(2H, s), 7. 10-7. 20 (2H, m), 7. 30-7. 42 ( 
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8H, m). 

[0 10 8] 

##014 1 N-[l-^>> ? ;i/-4-(2-lf 'J v ? -;V)-4-tf^'; v-^J-N-^^-^^ 

4-^;i/^Tv*-;v K2-7u^k: 0 v>i;>£>|£fliu ##00 3 8 tWlW. 

lH-NMR(DMS0-d6) 8 : 0.65(3H, t, J=7.4Hz), 1.67(2H, q, J=7.4HZ), 1.95-2.15 
(2H, m), 2. 62-2. 80 (4H, m), 2. 85-3. 04 (2H, m), 3.96(2H, s), 7. 23-7. 27 (1H, 
m), 7.36(5H, m), 7.38-7. 50 (5H, m), 7. 65-7. 80 (2H, m), 8.54(1H, d, J=4.5Hz 
). 

[0 10 9] 

4 2 N-[M>y;V-4-(2-f7y i J ;V)-4-tf^V ^-;v]-N-"7 ^^;l/-7° 
n kf * > T ^ K v W >WSL 

^IttHfcJBU ##W3 8 fc^lcLT^S^%31mg(JR^32?6)^e'fel&5Ki: 

lH-NMR(DMS0-d6) 5 : 0.73 (3H, t, J=7.3Hz), 1.76(2H, q, J=7.3Hz), 2.00-2.2 
5(2H, m), 2. 50-2. 68 (2H, m), 3. 05-3. 25 (4H, m), 4.18(2H, s), 6.04(2H, s),7 
.32-7.52(10H, m), 7.70-7.74 (2H, m). 
[0 110] 

##M 4 3 N-[l-^ v v?;v-4-(4, f;vf7v*- ;v-2- -f ;i/)-4-fc?^ V v~ 

4-^ *f-)\/ s f-T V*- •} 1*4, 5-v f^f - T V*- ;v £ > ttzisx-V ^<7)# 
*> 19 1:t W U 3 8 t mW.K LT^«'fb^%380mg(JR^65%) 

lH-NMR(DMS0-d6) : 0.74 (3H, t, J=7.4Hz), 1.75(2H, q, J=7.4Hz), 1.88-2.1 

0(2H, m), 2.17(3H, s), 2.30(3H, s), 2. 47-2. 63 (2H, m), 3. 05-3. 25 (4H, m), 
4.18(2H, s), 6.03(2H, s), 7.35-7.52(10H, m). 
[0 111] 
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##M4 4 N-[l--^>'v;i/-4-(4-^ f;VfrV-;W2-^f ;i/)_4-fc?^'; v^;i/|- 
###J3 9 t^O^T^M'fb^5.35g(i|X^80%)^|tefeM^%t LT|#fc 

O 

lH-NMR(CDCl3) £ : 1.62(3H, s), 2. 05-2.20(2H, m), 2. 25-2. 39 (2H, m), 2.45(3 
H, s), 2. 55-2. 75 (4H, m), 3.41(2H, s), 6.84(1H, s), 7. 20-7. 32 (5H, m), 7.3 
3-7.45(5H, m). 

[0 112] 

4 5 N-[l-(4-^nn^> y -4- (4-^ f - T V*- ;i/-2-^f ;v) -4- 

111 

4 3 -c# <b *l£N- [l-^ > ^;v-4- (4-;* -f-^-f-T v*- ;v-2--r ;W -4- tf ^ 
y v?-;ix]_N--7i^;VT^r^ ^ K2.00g(4.93mmol) nn^;VA50mHC^L 
. 7k<£T\ l-^nnxf;^nn*W- h846mg(5.92mmol) ^iJDx.l5^ti^ 
Lfc^L 2MMMlL£o MIET^I^ m'gyQKJfy-MOm 1 £#Dx.4 

N-[4-(4-^ f ;v-i, 3-f 7 V*-;W2-^ ^)-4-H>'J y^;v]-N-"7^- 
^7-feh75 Kl.SOgCJlX^e?^)**^^^ Lt#f;o 

# <b tL/cN- [4- (4-p< ^;V-1, 3-f - T V*- )V-2-4 fr) -4- tf ^ 'J -N-7x- 
;V7-b h 7 ^ K500mg(1.58mmol)> 4-^ n D^yX7^ft K267mg(l. 90mmol) & 

i ;^A403mg(l.90mmol)«rjjnx.^ ^-ei6l$iTO#L£o R£*lc||xf;K 

=7/3) ^ i i9 U MMt^ 420mg(J«60%) *&&mvm t LXWfz 0 
lH-NMR(CDCl 3 ) a : 1.63(3H, s), 2.00-2. 17 (2H, m), 2. 25-2. 37 (2H, m), 2.45(3 
H, s), 2.52-2.61 (2H, m), 2. 62-2. 73(2H, m), 3.37(2H, s), 6.84(1H, s), 7. 
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15-7. 28 (4H, m), 7.33-7.45 (5H, m). 
[0 1 13] 

##$1 4 6 N-[l-(3-^nn^y -J)V) -4- (4-^ ^ ^ 7 V*- ;V-2— f ;V) -4- k?^ 

4 5 t mM^ LTfcMft-£%430mg(iDU£62%) £: LT#£ 0 

lH-NMR(CDCl3) 5 : 1.63(3H, s), 2. 01-2. 19 (2H, m), 2. 25-2. 36 (2H, m), 2.45(3 
H f s), 2.52-2.61 (2H, m), 2. 62-2. 74 (2H, m), 3.37(2H, s), 6.84(1H, s), 7. 
09-7. 28 (4H, m), 7.33-7.48 (5H, m). 
[0 114] 

##W4 7 N-[l-(2-^nn^>> ? ;v)-4-(4-^f-;i'^TV-;v-2-^;i')-4-tr^ 
i; *; - ;v] -N-7x- )VT -fe * ^ K 

4-^on^>Xr;VT*t: Kco#t? 19 };2-^nn^>Xr^ft KMU # 
#00 4 5 mfttK LT^M<fc^510mgODU$S73%) £tefeflM#|& £ LT#fc 0 
lH-NMR(CDCl 3 ) <5 : 1.63(3H, s), 2.01-2.20(2H, m), 2. 25-2.36(2H, m), 2.45(3 
H, s), 2.54-2.63 (2H, m), 2.62-2. 74 (2H, m), 3.42(2H, s), 6.84(1H, s), 7. 
08-7. 30 (4H, m), 7.33-7.49 (5H, m). 
[0 115] 

###U 4 8 N-[l-(2-^-Ji-;V^ ^-;i,)-4_(4_^ f ;vf TV'-;V-2-^ ;v)-4-kf^ 

#14 5 <!:^^tT^^t»210mg(W32%)^^'fe^^^ LT#£ 0 
lH-NMR(CDCl3) 5 : 1.63(3H, s), 2. 02-2. 18(2H, m), 2.28-2.38(2H, m), 2.44(3 
H, s), 2.60-2.73 (4H, m), 3.63(2H, s), 6.83(1H, s), 6. 83-6. 84 (1H, m), 6. 
88-6. 92 (1H, m), 7.19(1H, d, J=5.1Hz), 7.33-7.48 (5H, m). 
[0 116] 

##M4 9 N-[l-(2-7 V ;i^^;v)-4-(4-^ f;Vf 77-^-2-^ )V)-A~\£^<V 
y-^]_N-7x^;>7-fe^^ K 
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lH-NMR(CDCl 3 ) d : 1.62(3H, s), 2.03-2. 18 (2H, m), 2.27-2.38(2H, m), 2.44(3 
H, s), 2.59-2.71 (4H, m), 3.44(2H, s), 6. 12-6. 13 (1H, m), 6. 26-6. 27 (1H, m 
), 6.83(1H, s), 7. 32-7. 33 (1H, m), 7.34-7.44 (5H, m). 
[0117] 

##0H 5 0 N-[l-^>5^A/-4-(l-^ <f-)V-W-<< < W-)V-2-4 ;V)-4-t?^ V v 

i;i/]-N-7xi^7-b>75 K i/a.*7W&L 

161 

l-^f;W5r/-;^ (0.56g, 6.9mmol) *Tf7tKn77> (5ml) K?# 
»U -78*0 tw^-jfept^o n-^;v;^-^A (1.6M, 4.4ml) £2ni;U -78*0 X" 
20 ^PTOi£ 4-T- V / -1-^ > v;w4- t? ^ y v y fj h V ;v (l. 

0 g, 3.4 mmol) <Df h 9 Kn79> (5 ml) ^CHJnx.fc 0 -78°C ~ 

Ot t 3 H#KI»#Lfc^ SJfcifcfc* (10ml) ^D^Tli^^T^ttiL*: 

&@*Lfc 0 #fffiLfci|gh&*r>f V7'n^A'x-f/i'^U l-^>^;v-4-(l- 
^ ^;V-1H--T 5 ^V*-;i/_2--f ;V)-N-"7 ^~;V-4-l±^ 'j v > T 5 > (0. 41 g, 34 

%) zntzo 

1H-NMR (CDC1 3 )S: 2.19 (2H, m), 2.31-2.52 (4H, m), 2.75 (2H, m), 3.54 (2 
H, s), 3.72 (3H, s), 3.98 (1H, bs), 6.26 (2H, d, J=8.6Hz), 6.68 (1H, t, 
J=7.3Hz), 6.76 (1H, s), 7.00-7.05 (3H. m), 7.24-7.36 (5H, m). 
JM2 

(0.20 g, 0.58 mmol) *M*mfc (6 ml) 100"C X 48 mm 

£W*L£ 0 SMrW*^ 1 ;*^ (25g) *7A^n , 7>^77'f-i:#LSi6 
x.*f-fr-x.*r j-fr (10:1) ^^$*L&Mfr*£i£>Tjft«&U N-El-^Vv^-4 
-(i-^^;v-iH-^r 5 yv-)V-2-4 ;v)-4-fc?^V ^^]-N-7xx;v7-b h 
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iH-NMR (CDCl3)£: 1.63 (3H, s), 2.02 (2H, m), 2.15-2.30 (4H, m), 2.79 (2 
H, m), 3.41 (2H, s), 3.98 (3H, s), 6.78 (1H, s), 7.02 (1H, s), 7.19-7.28 
(7H, m), 7.36-7.43 (3H, m). 

#f>tL^N-[l-^>v;v-4-(i-^^-;w-iH--f ^ W-)V-2-4 )V)-A-\*s<v v- 

^]_N-7x-;l/7^h75 K£I£M^;V (6ml) H»»U (0.03g, 
0.33mmol) O-f V^n;V -)V (lml) ^fS-SriJOx-T 30 3HBaB$Lfco #fttt L 
M V^n i^fl/i-f ^ i 0 Hil U ^®ffr&«K0.11g. 4 

3%) £#£ 0 

[0 118] 

y -4- ij )V & > -f- )V x. 7, t ;v 

#ffr^f±Ambinter Sarltt (7 9>X) *f>HAL/to 
[0 119] 
HMM1 

(1) ##08 3 9 <DVc&%Q 1 0 . 0 mg 

(2) ILH 6 0.0mg 

(3) a-yx?-J- 3 5. Omg 
iA)W1-y 3. Omg 
(5)Xf7r/t-7n^7A 2. Omg 

##0H3 9<D<it&m 1 0. 0mgh?LH6 0. Omg&tfa- * 3 5. Om 
g^m^fc 1 0%^*7^>7M§?£0< 0 3ml (*t? IT 3 . Omg) £fflv> 

, lran^>r>a«iS:IL TUSlb t fcflL 4 0 tT^i LSTOf a 0 < 

[0 12 0] 

(1)##M 3 9 <Dit&& 1 0 . Omg 
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v : 76/ 



(2)$L* 

(4) T»r»tt7 r >^v 

(5) ^r7 V >Kv v •> A 



7 0 . 0 mg 



5 0 . 0 mg 



3 . Omg 



7 . Omg 



##$13 9©ft^ft 1 0. Omgt^T-T'; ^v^y^AS. Omg£l]"Stt 
r> -fy <F>jm%L 0 . 0 7 ml (asmnr> "fy t LX 7 . Omg) -cigfub L 

ft*u aj»7 o. ons&tfa 5 o. omgtm^ir^o m&yozfem 

[0 12 11 



###J 3 9 <D4b&%l 5 . OmgXtfAft 2 0 . Omg*te®fcfcmmZ^ 
x.T^12. Omlfc-f&o »tK«r*aU fcWfcfFFfc 2mltf>T >^K3fe»f 

[0 12 2] 

^J»J 1 ti h FM— 3 MillB^Oil 

1X10 8l@<7)CHO/t: h FM3W: 1 Om 1 <0**$>*- Fa'-;77- 
(5 0mM pH7. 5, 5 mME D T A> 0. 5 mM 

PMS F. 0. 1 fi g/m 1 Peps tat inA, 4// g/m 1 E - 6 4 
.2 0// g/m 1 Leupeptin) £«lU #V>n> (12, 0 0 0 
rpm. 1 5U>WX3III) £/Bv*T»Lfc 0 

JWWSHftW***^ (1, OOOg, 10^W) Itli^UfCo ^i:uO±f| 
?:^l't^f (Beckman type30n-?-, 30, 0 0 0 r p nu 

[0 12 3] 

n»j 2 tuGR-i ^mmuwB^^nit 

1X10 8ioCH0/t h T G R— l*BJ&fcl Om 1 O**^*- >/^7 



§£»U3 



5 . Omg 



(2) Aft 

(3) MT* 



2 0 . 0 mg 
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77/ 



T — (5 0mM hV^MM&ttftftU pH7. 5. 5 mMEDTA, 0. 
5mM PMSF, 0. l^g/ml Pepstat inA, 4//g/ml 
E - 6 4. 2 0 /i g/m 1 Leupeptin) £$S#nU #V V u y ( 1 
2, 0 0 0 rpnu 15#P^X3HI) ^Iv>t»L/; 0 

(i, ooog, i o^) Lx±.m*mto %iKz.<7>±m 

(Beckman type30 n — , 30, OOOrpm 
, UNfW) U nbfrtzfcma* 1 *. hTGR-lfICHO»li^U: 0 
[0 12 4] 

• lUfcfll 3 T-f V h-^ISIN euromedinU-8 <DftU 

&&mm$mKm^&t:lb<DT>( V h-yitN e uromedinU-8& 
J: 9 fcffeR Lfco 100^M NeuromedinU 

-8 (Ay^rAfr) 10^ UC, 0. Olmg/ml^^h^Wt- 
-tr (v^v*±) =Sr*nx.rl^ [1 2 5 i] Na I 3 7MB q (7vy^A;M 
SrJPx.fCo 0 0 5%H 2 O 2 1 0 yu 1 fciDx. 1 053- 

RlEtio 0. 1 %TF A ^eOO/^LIM, TSKgel ODS-8 0 
Ts (10 0mmX4. 6 mm I . D, $y-*^fi) £fflV>*:H P L C \z£ 
oTffimL^ftN e u r ome d i nU-8 *%tz 0 
[0 12 5] 

mmm 4 tmft&mv * h f m- 3 t r-r y > - ymmN e u 

romedinU-8 *ffiV^j»'frBa<F*» 
tfFM-3 H OiUM^^lfl^ift (50mMf'J 

pH7. 5, 5mM EDTA, 0. 5 mM PMSF, 0. 1 fx g/m 
1 Pep s t a t i n, 20// g/m 1 Leupeptin, 4// g/m 1 
E-64) t«Lt, ^W^fM2 0/ig/ml<D77^^ffi»lI 
5W&?fc*ffco;fco 9 6^>f^n7'WM:7yt^ffllI*»l2 5/( 1 To 
3ft£U H:^^^/c*t:4 0 0 pM [1 2 5 i] We u r ome d 
i n\J-8*'£tfJgmmm%L2 5/u I, y^fiW;^^yF^lW» 
tlOOM^:ffU:l5 0/i 1 > *#*Wjgf^Srf8^*/i4i)U4 0 0 pM 
[ 1 2 5 I ] MftN euromedinU-8 £^&JII«^S?&2 5 ^ K 
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2 0 fiVmrJ V >-7 r SR»N e u r ome d i nU-8 *<£tr 1 %v>"^^;V^ 

^^Mb^cov^^;v^;i/^^->K^^M^rf^«^-ei 0 

U$5 0// 1> 4 0 0 pM [1 2 5 j] ^f&N e u r ome d i nU-8 * 

0 8^**7^^-^- h (gf/c> 7 -eiiiiu s^k? 

^^-^MiM (50mMfniiM»> pH7. 5) 0. 2m 
*fc) ^2 0// liiOU Jfclft&'&fc h y 7* V y y (^Jr>x;V7-7^7t 
it-e**o ^M^<Ot h FM- 3^PItffit(i, ^^feftTOffrfrift*: 
[0 12 6] 

|H»U 5 t^^fb^O tMGR-1 HS«BJ!am®^i: T >f V h - 7HftN e 
uromedinU-8 *M^tzlfe&m^%Wi 

tfTGR-l MCH OIHlS^^IfMit ( 5 0 mM M> *4&Bfe& 
SHfftU pH7. 5, 5mM EDTA. 0. 5 mM PMSF, 0. l//g/ 
ml Pepstat in, 2 0 /« g/m 1 Leupept in, 4^ g/m 

1 E-6 4) •eftlt, ^WRiK2 0 /i g/m 1 07 7-b^fffl»I 

o^^L, if£,1£^£f§-<& 7^*6^4 0 0 pM [1 2 5 i] UNe u r ome 
d i n U - 8 Hfcftft&ftrft 2 5 /z K >^ ^;V*;V**-> K&Kftffiffffi 
ifcT? 1 0 0m-MtiSK1&6(Llzm5 0 // U #N$Mft^£II^&fci6K4 0 0 p 
M [ 1 2 5 i ] euromedinU-8 &^trJfc*JR}K*ifc2 5 /* 1 

> 2 0 pl/LfETJ V h-7®Ne u r ome d i n U- 8 Sr^-fr 1 %SM 
X;W**-> K^fltttR£ffjfc5 0 fx U tt«Mk^Ott^ffi#®tt*W^*fe 
*C»^l!l(7)-7^ f ;V7;V*^ry M^lW«lt* 1 0 0#*«fc* 
«?UI5 0^ L 4 0 0 pM [1 2 5 i] |iNe uromedinU-8 
Sr-^trlR*«M»*«2 5 // 1 ***L^h46iDL"C\ 2 5ttl. 5R#WLRJ&$* 



mtE#2 003-3102487 



#Jg 2002-322534 
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tz 0 m&fo*y 4 y (gf/c, 7^v>t) -citau 

7* ;V*-£Sfc*§US^r$£ (5 OmMh V^ttttttUftflrftU pH7. 5) 0. 2 

«r2 0^1«inU ftttffittihf^^Vh (;<- + yx^-9'f 7 
4Mjc^*fc) l:J:f)IteLf:o fNHft^-B-fi, 

*HlT?ib&o &&tt&®<D thTGR-1 «frfrlfi#i&ttli. IMS^fe WRft-fr 
[0 12 7] 

FM-3MCHO«9 6^V-fClX 1 0 4 cell/well 
ttSLT4 8WFlBi&*U <kte4 M M Fluo3, 0. 04% pluro 
n i c a c i d > 2 . 5 mM probenicid £#t> 7 y «fe -f ffil?Sf?i£ 

5 0^ 12ra*.T3 7lC*ei^WRlS§*3to Trf-* hflUBfcWSfei-* fclli, 
ifcftft^O T 7 *b^f JB^M"? 2 5 0 
^1^2 5/^1^ 7>^^M^^ni:§l^f)i:4nM Ne 
uromedinU-8 25^1 SrMx.T, ttfi*^y^AtS^^FL 
I PR (H^l/^ra^-W^tt) TSISLfco . 
[0 12 8] 

l£»J|7 WWb^lfOt hTGR- lMCHODIW^ilfi^^yf 

TGR-1MCH0W9 SptT'V- Hd 1 X 1 0 4 cell /w el 
1 -e^SLT4 8B#W^U #dc4;uM Fluo3, 0. 04% plur 
o n i c acid> 2. 5 mM probenicid Z^trT y JzJ MB. 
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Neuromedin U- 8 2 5 ^1 ^JDx.T N MR&ftit fris* AWkS&tfki 
FLIPR (B**V*a9— fy^^a) Tiflij^tTto 
[0 12 9] 

^1 t:^k^ftON e u r ome d i nU-8»f;t h^i-nMv?:/ 
U^##FM-3^60^|5I*^ffl^^1- o 





FM- 3 
I C 50 ( M M) 


2 


1.2 


5 


0. 12 


17 


0.082 


18 


0. 52 


24 


0. 44 


37 


0.041 


39 


0. 024 


41 


0. 15 


45 


0. 067 


48 


0. 077 


51 


0. 52 



f/w, #fM3 9 0Mlll^ FM-3*^CHO*BJi&fci3lt&Ne u r om 
ed i nU-8^J:^,|«|*i^;l/v'>A^Ji^.^|a#L^o ClftJ: *K 

[0 13 0] 
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^>u$«#»i6w«ftM*^rur*»), ftjfliflE^x <Wfc*£> fttt*^, * 
@nWft*Mto£,ft (*HKp»j6l Sn?ift£fe&&£') , (D^#^o^m (lite 
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mm 

& ~ a. - n ^ y ^ U^#Mi^J 0 
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